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This study was initiated to ascertain the end-results of 
treatment as carried out over a period of 25 years in our 
clinic on patients complaining of low back pain and dis- 
ability. The study has been most interesting to us, as 
it has given information upon which it has been pos- 
sible to evaluate the effects of the methods of treatment 
being used. It also convinced us that while, in general, 
the results obtained were satisfactory, they did not in the 
final analysis come up to our full expectations. Others, 
we are sure, have had similar experience. 


Material and Methods 


The material consists of 3,587 cases; of these it was 
possible to obtain a follow-up by contact or correspond- 
ence of 1,516 patients during an average period of over 
three years. These patients were all private or compensa- 
tion cases treated in the Dickson-Diveley Clinic or at 
St. Luke’s Hospital; no patients treated in general or 
veterans’ hospitals are included. This series of cases was 
selected as it was felt that more careful diagnosis, super- 
vision, and follow-up were possible in this type of case 
and, therefore, a more accurate evaluation of treatment 
and results could be obtained. In the beginning, it should 
be pointed out that a clean-cut determination of the 
etiology in each case was not always possible, as over- 
lapping pathology was at times present. The grouping of 
the cases into various categories has been based on those 
findings that seemed to be the most important con- 
tributing factor in the causation of the pain and disability 
complained of. Needless to say, a most searching history 
and meticulous examination are mandatory if the prob- 
lem of etiology is to be solved and intelligent treatment 
initiated. 

Of the 3,587 patients, 64% were males. The average 
age of all the patients was 33 years. Eighty-two per cent 
of the cases were private, and 18% were compensation 
cases. The cases were grouped in the categories given in 
the table, selection being based on the most outstanding 
pathology present. The treatment used was either a con- 
ervative measure or surgical intervention. Conservative 
measures were carried out in the vast majority of patients 
vefore surgery was resorted to. Conservative measures 


¢ The most frequent diagnosis in 3,587 cases of 
pain low in the back was lumbosacral strain. This 
accounted for 1,603 cases, of which 1,108 were 
associated with congenital anomalies while 495 
were unexplained by roentgenoscopy. 

In many of these patients the symptoms had ex- 
isted for more than three years. Conservative 
treatment included the full resources of physical 
medicine, but surgery frequently became necessary. 
Lumbosacral fusion was carried out in 152 patients, 
and in 25 of these the fascia lata was also divided. 

A protruded intervertebral disk was found in 83 
cases; it was excised in 28 patients, and 19 became 
symptom-free. Sacroiliac strain or sprain was diag- 
nosed in only 271 instances, and practically all of 
these diagnoses were made early in the 25-year 
period covered by this survey. 





consisted of protective immobilization of the lower back 
by strapping, brace support, or bed rest with pelvic trac- 
tion, manipulations, the equalization of unequal ex- 
tremities, the correction of all foot imbalance, physi- 
cal therapy in the form of heat, massage, and supervised 
exercises, correction of abnormal physiology when pos- 
sible, and the elimination of such sources of focal infec- 
tion as were found to be present. Surgical procedures in- 
cluded spinal fusion, removal of protruded intervertebral 
disk substance, a combination of disk removal and 
fusion, and division of the fascia lata when this condition 
was judged to be a factor in the production of low back 
pain and disability. Since division of a contracted fascia 
lata seems to be still on trial as an accepted surgical pro- 
cedure, it seems worthwhile to state our experience with 
this operation. In a later communication the series will 
be reported in detail. Fasciotomies were carried out on 
252 patients in 11 of the categories given in the table. 
The results of fasciotomy so far as relief of the symptoms 
for which the operation was performed showed com- 
plete relief in 119 (47%), definite improvement in 91 
(36% ), slight improvement in 21 (8.5% ), and no im- 
provement in 21 (8.5%). 





From the Dickson-Diveley Clinic. 
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Results 


It is impossible to discuss in this paper all the cate- 
gories listed. We have therefore selected several that, in 
our experience, have presented the greatest challenge to 
successful treatment. The results of treatment in these 
categories, based on the 1,516 cases with an average fol- 
low-up of over three years, are discussed below. 


Lumbosacral Strain (With or Without Congenital 
Skeletal Abnormalities).—There were 583 patients with 
lumbosacral strain (with or without congenital skeletal 
abnormalities) treated conservatively. Of these, 64 had 
acute cases and were discharged as cured in less than 30 
days. In the other patients in this category, average dura- 
tion of symptoms was three and a half years. Sixty-eight 
per cent of the group were males, with an average age of 
36.2 years; the females had an average age of 37 years. 
Average period of follow-up was 2.6 years. Results 
showed 124 patients (44% ) to be symptom free, 149 
(52% ) improved, and 12 (4% ) not improved. 


Diagnosis of Pain in 3,587 Patients 


No. of Av. Age, 
Diagnoses Cases % ar. 

Lumbosacral strain (with congenital 

IND sce etec ewe csncsse cateercsenesss 1,108 31.18 32 
as cctienibiabaniiintckd dw niin aleibing te <a 542 15. 50 
Lumbosacral strain (with negative x-ray 

eee ane 495 13.8 41 
ee a er eee 478 13.3 29 
Sacroiliac strain or sprain.................. 271 7.5 35 
Tight or contracted fascia lata............. 148 4.1 29 
Demineralization of the spine............... M4 2.3 65 
Wear and tear changes in the lumbosacral 

MEE \ ho sGb noe rine doddeenbncxe ths s060ksba0% tar 2.3 35 
Protruded intervertebral disk............... &3 2.3 36.8 
Old lumbar vertebra compression fracture 77 2.1 22.3 
Spinal epiphysitis (lumbar)................. 68 1.9 26.5 
IE Midis daadvckdicesseckcsssecee id 1.5 22.9 
Lumbar muscle sprain or strain............ 32 0.9 29.5 
PIU CCadclnbamesc chose ceccceccese 28 0.77 31 
Lumbar tuberculosis of vertebra 

on ee a eee 18 0.5 20 
Old fracture transverse process............. 11 0.31 34 
Herniation of nucleus pulposus due to un- 

known cause (Schmorl’s disease)......... 3 0.08 35 
Neurogenic lumbosacral arthropathy 

GEMS DUE ohn ca ey sevens cédodnceweoss 2 0.06 52 


Of special interest in this group were 161 compensa- 
tion cases. In these, 93% were males, with an average 
age of 37 years; the females had an average age of 33 
years. Approximately 8% of this group had acute cases, 
Pe eeee CEIW AU eeeeeeeeewe Ge UF sssewa yy YE OIGUEiLy CALOCLIUIIE 
over an average of 3.2 months before treatment. The 
results showed 85 patients (53% ) were symptom free, 
15 (9% ) were improved, 11 (7% ) were not improved, 
and 50 (31%) were pain free when they discontinued 
treatment and were unable to be followed. In these 
cases, 52% of the patients were returned to duty without 
court proceedings and 17% were referred to the com- 
pensation court for settlement. The 31% who could not 
be followed probably sought treatment elsewhere or did 
not return because they were symptom free. 

There were 152 patients treated by surgical interven- 
tion in the form of lumbosacral fusion. Fifty-three per 
cent were males, the average age being 35 years; the 
females had an average age of 32 years. The results 
showed 133 patients (87%) were symptom free, 11 
(7% ) were improved, 4 (3% ) were not improved, and 
4 (3%) left the hospital in cast and were unable to be 
followed. Twenty-five patients in this series had division 
of the fascia lata performed in addition to the fusion op- 
eration. Forty-three per cent of the patients had the divi- 
sion of the fascia lata as a preliminary procedure, as it 





J.A.M.A., March 3, 1955 


was felt that the contracted fascia lata with the acconi- 
panying increased pelvic inclination was of sufficient 
moment to jeopardize the success of the fusion proce- 
dure. In 57%, the division of the fascia lata followed 
spinal fusion for the purpose of relieving residual symp- 
toms, usually pain referred from the buttocks down the 
lateral and posterolateral aspects of the thigh and leg. 
The fascia was divided bilaterally in 84% of cases; a uni- 
lateral fasciotomy was used in 16%. The results of this 


combined procedure showed 20 patients (80% ) were 


symptom free, 4 (16% ) were improved, and one (4% ) 
was not improved. Two patients required lumbosacral 
fusion combined with a unilateral sacroiliac fusion. Both 
of these patients were women, with an average age of 40 
years. The results in both patients were good. One case, 
that of a 27-year-old woman, required not only a lumbo- 
sacral fusion and bilateral fasciotomies but also a bilat- 
eral sacroiliac fusion, and the result was only fair. There 
were 180 patients with lumbosacral fusions, and they 
showed the following results: 155 (86% ) were symptom 
free, 16 (9% ) were improved, 5 (2.7% ) were not im- 
proved, and 4 (2.3%) left the hospital in a cast and 
could not be followed. 


Protruded Intervertebral Disks. —Conservative meas- 
ures were initially used in most cases of protruded inter- 
vertebral disk, with only moderate success. In 28 patients 
excision of the protruded disk was done. Of these, 71% 
were males, with an average age of 36 years; the females 
had an average age of 37 years. The average period of 
follow-up was 4.3 years. Results showed 19 patients 
(68% ) were symptom free, 8 (28%) were improved, 
and one (4%) was not improved. Three of these pa- 
tients were in compensation cases, all of which appeared 
before the compensation commission for settlement. 
Fourteen patients had excision of protruded disk com- 
bined with lumbosacral fusion of the spine. All of these 
patients were males, with an average age of 40 years. 
The results showed 11 patients (78% ) were symptom 
free and 3 (22% ) were improved. 

Sacroiliac Strain —Of 89 cases of diagnosed sacro- 
iliae strain. 60% of the natients were males. with an 
average age of 37 years; the females had an average age 
of 33 years. All patients were treated conservatively. 
The results showed 56 patients (63% ) were symptom 
free, 27 (30% ) were improved, and 6 (7% ) were not 
improved. Twenty patients in this group were in com- 
pensation cases; of these, 75% of the patients were re- 
turned to work without.-requiring appearance—before a 
compensation board; the remainder were awarded a 
varying percentage of disability. 


Arthritis of Sacroiliac Joint—There were 45 cases 
of arthritis of the sacroiliac joint. Of these 45% of the 
patients were males, with an average age of 32 years; 
the females had an average age of 33 years. Conservative 
treatment was carried out in 32 patients, with the follow- 
ing results: 8 (25%) were symptom free, 18 (55%) 
were improved, and 6 (20% ) were not improved. Five 
of these patients were in compensation cases. Two, Or 
40% , returned to work without appearing before a com- 
pensation board. Thirteen patients had surgery in the 
form of sacroiliac fusion. Of the 13 patients on whom 
fusion was carried out, 9 had arthritis and 4 had tuber- 
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culosis. The results showed nine patients (70% ) were 
symptom free and four (30% ) were improved. Four 
of the patients were in compensation cases; of these, one 
returned to work without disability, one received a dis- 
ability rating of 10%, and one a disability rating of 25%. 
We were unable to ascertain the disability of the fourth. 

Arthritis of the Spine-—There were 112 cases of 
arthritis of the spine. Of these, 66% of the patients were 
males, with an average age of 52 years; the females had 
an average age of 50 years. All patients were treated 
conservatively. The results of treatment showed marked 
improvement in 11 patients (10%), satisfactory im- 
provement in 25 (22% ), moderate improvement in 59 
(53% ), and little or no improvement in 17 (15%). 
Twenty-four patients in this group were in compensation 
cases; eight returned to work without appearing before 
a compensation commission. Two patients received an 
award of 35% permanent partial disability; one, 15%; 
and one, 10%. It was impossible to obtain the rating of 
the remainder of these patients, but, unquestionably, a 
disability rating was made. 


Postural Backache.—There were 180 patients in the 
postural group. Twenty per cent were males, with an 
average age of 28 years; the females had an average age 
of 27 years. Twelve per cent of these patients showed 
inequality of leg length, with a resulting tilt of the pelvis. 
All patients with postural cases were treated conserva- 
tively. The results of treatment showed 40 patients 
(22.2% ) were symptom free, 135 (75%) were im- 
proved, and 5 (2.8% ) were not improved. 


Comment 


Analysis of the statistics on the resu!ts of treatment 
in these cases, with an average follow-up covering over 
three years, presented certain findings. 


Results Following Surgical Intervention.—In_ the 
cases in which surgical intervention was carried out, the 
results were definitely better than those in which con- 
servative or nonsurgical treatment alone was used. It is 
not fair or proper, however, to draw the conclusion that, 
had surgical intervention been called upon in all cases, 
the percentage of good results would have been materi- 
ally higher. There are many factors, such as age, physical 
condition, economic status, and personality problems, 
that must be assessed when elective surgery comes into 
question, and the answer may be against surgical inter- 
vention. It is proper to conclude that, with the satisfac- 
tory results obtainable through surgery, individuals who 
have not responded satisfactorily to conservative man- 
agement are entitled to the benefits of surgery, provided 
they are good surgical risks The percentage of good 
results in patients following disk surgery and fusion was 
10% better than in those in whom disk removal alone 
was done. This is a small series of cases upon which to 
base any positive conclusions; however, notwithstanding 
the more favorable results obtained in the patients in 
whom the combined operation was done, we believe 
fusion should not be done unless definite faulty spinal 
architecture and an unstable back can be shown. 


Conservative Measures in Treatment of Arthritis of 
Spine.—In the treatment of arthritis of the spine con- 
servative measures are not too effective in bringing 
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about complete relief but do result in definite im- 
provement in a large percentage of cases and are 
clearly worthwhile. The operation of fasciotomy has 
been, in our experience, a great assistance in the treat- 
ment of individuals handicapped by arthritis of the spine 
Dividing contracted and thickened fascia lata, which 
holds the hip in definite flexion deformity, does relieve 
such deformity of the hip joint, thereby decreasing strain 
on the lower back and materially increasing the range of 
motion in the lumbar spine. Both of these factors are 
important in relieving low back symptoms in the arthritic 
patient. Stated in another way, releasing tight fascia lata 
does increase the range of pain-free mobility in the 
arthritic spine, thereby adding greatly to the comfort of 
the patient. 

Response of Compensation and Liability Patients 
to Surgery.—Compensation and liability patients who 
complain of low back pain and disability do not respond 
as Satisfactorily to surgical intervention as do private pa- 
tients. This is probably due to the poor mental attitude 
they so often hold toward recovery. When possible, such 
patients should be treated by conservative measures and 
surgery reserved for those selected after careful observa- 
tion or when return to some form of work can only be 
anticipated through surgical intervention. 


Results Obtained in Patients with Lumbosacral Strain. 
—lIn patients with low back pain, classified as lumbo- 
sacral strain, it is obvious that the results obtained when 
purposeful treatment was initiated early were far supe- 
rior to those secured when treatment was delayed for 
months. Sixty-four patients treated in the acute stage of 
illness were discharged as cured within a 30-day period, 
whereas the patients with more chronic cases showed 
only 44% cure. The 8% of acute cases found in the 
compensation group, which received immediate pur- 
poseful treatment, probably explains the 9% better re- 
sults in this group as compared with the results of the 
group as a whole. It is our opinion that, when possible, 
patients with acute symptom-producing back conditions 
should be hospitalized for treatment from the start and 
not treated as ambulatory patients. More rapid and 
permanent relief has been obtained, in our experience, if 
hospitalization is insisted upon until a diagnosis is made 
and the acute stage of the condition has subsided. 

Relation of Age to Onset of Low Back Pain.—The 
age period in which the onset of low back symptoms is 
most likely to occur according to these statistics is the 
middle 30’s, except in cases of arthritis of the spine, 
where the age period is in the 50’s. In patients with 
postural back conditions the onset is earlier, usually in 
the 20’s. It would seem then that the time of life when 
structural weaknesses normally begin to develop is the 
period when symptom-producing back pathology makes 
itself evident. 

Sacroiliac Cases.—The group of sacroiliac cases is 
interesting. Practically all of these cases fell within the 
early part of the period covered in this survey, before the 
importance of the lumbosacral region in contradistinction 
to the sacroiliac region became clarified. In the past 15 
years sacroiliac pathology has rarely been encountered at 
our clinic. 

4312 J. C. Nichols Pkwy. (2) (Dr. Diveley). 
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OF HEAD OF RADIUS IN CHILDREN 


Frank H. Stelling, M.D. 


and 


Richard H. Cote, M.D., Greenville, S. C. 


Dislocation of the head of the radius without fracture 
of the ulna is an infrequent childhood injury that may 
go unrecognized or be mistaken for a sprained elbow. 
The importance of this condition may become evident 
only months after the original injury, when the patient 
has developed permanent limitation of elbow function. 
Previous writings on this subject have served largely to 
classify the various types of dislocations and the mecha- 
nism of injury. It is the purpose of this paper to empha- 
size the importance of adequate x-ray examination and 
interpretation, early reduction, and conservative man- 
agement. 

Duverney,' in 1751, first described isolated disloca- 
tion of the radial head, noting both an anterior and pos- 
terior type. Stimson,” in 1917, described forward, back- 
ward, and outward dislocations and included a fourth 
category—subluxation of the radial head, this last entity 
now enjoying wide recognition under the term “nurse- 
maid’s elbow.” Little of significance has been added to 
this excellent, well-documented classification; rather, it 
has been the mechanics and pathology of trauma to the 
annular ligament of the radius that has continued to 
cause confusion. 

By definition, a complete dislocation of the radial head 
can result only from a complete tear of the annular liga- 
ment; however, lack of actual positive data has always 
made it difficult to distinguish between an incomplete 
and a complete tear. Stimson * felt that the distinction 
between the two was arbitrary, but it has long since be- 
come apparent that the nursemaid’s elbow syndrome is 
a simple rotary subluxation, limited to infants, unac- 
companied by x-ray changes, easily reduced, and not 
prone to recur. On the other hand, as will be shown, 
a child belonging to the preschool age group may suffer, 
a complete dislocation of the radial head, but, because 
trauma may be so mild, the parent’s attention will not be 
brought to it, although x-rays would reveal that the 
radial head is completely displaced. Reduction in these 
cases may prove difficult, and, if immobilization is 
inadequate, redisplacement may occur. In any case, it is 
most difficult to be certain that a radial head is not dis- 
located on clinical grounds, and, for this reason, it is un- 
wise to treat these injuries without x-rays. 
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¢ Dislocation of the head of the radius without 
fracture of the ulna was observed in nine otherwise 
healthy children after various injuries and in three 
additional children with various neuromuscular dis- 
orders. The first four cases or the series were 
recognized early and reduced promptly; they now 
show excellent results. 

In the later eight cases reduction was not done, 
but the patients were followed as long as possible 
after the diagnosis had been made. Although func- 
tion of the forearm and hand has not been perfect 
in any of them, there has not been any complaint 
of pain or any disturbance of growth at the wrist 
or hand. 

For diagnosis, roentgen examination is essential. 
If the patient is seen early and if there is no frac- 
ture of the ulna, the authors recommend reducing 
the dislocation immediately and immobilizing the 
joint for about three weeks. If the diagnosis is de- 
layed a month or more, they believe it is better to 
leave the dislocation unreduced, since the final 
result is better than that achieved by delayed 
surgical reconstruction. 





Mechanism of Injury 


It is difficult to explain an isolated injury to the an- 
nular ligament and radial head in the absence of a frac- 
ture of the ulna. It is perhaps significant that most of 
the children in our series of cases were extremely vague 
concerning details of how they fell or struck the arm. 
Wilson * stated that anterior dislocation of the radial 
head is almost invariably accompanied by a fracture of 
the ulna. Describing the uncomplicated dislocation, Wil- 
son and Cochrane * felt that the usual situation is a fall 
on the pronated, extended forearm, in which position 
the ulna acts as a fulcrum and the upper radius as the 
short arm of a lever, thus transmitting stress to the an- 
nular ligament. Thomas * views this dislocation as being 
produced by the force of the elbow striking the ground 
from the secondary flexion caused by the impact of the 
palm on the ground. Speed ° stated, “. . . direct violence 
on the upper part of the forearm, falls on the forearm, 
hand and extreme pronation of the forearm are the 
causes. If the orbicular (annular) ligament is lax, violent 
contraction of the biceps muscle may produce disloca- 
tion by traction exerted through the insertion of its 


tendon.” . 
Incidence 


Statistics on this condition are difficult to separate 
from those dealing with fracture dislocation at the elbow. 
Thus, Stimson * reported 18 cases of dislocation of the 
radial head in 1,527 cases of dislocations of all joints. 
Some of these were known to be associated with frac- 
tures. Wilson,* in a group of 439 elbow injuries of all 
types, recorded only three instances of dislocation of the 
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radial head; all, however, were associated with fractures 
of the ulna. In addition, it is our feeling that a significant 
number of these cases remain undiagnosed or are loosely 
ascribed to the group of congenital dislocations and that, 
for this reason alone, the true incidence of the condition 
is underestimated. 





Fig. 1.—Elbow shows widening of space between proximal radius and 
ulna in anteroposterior view and anterior dislocation of upper end of 
tadius in lateral view. 


Report of Cases 


Case 1.—A 6-year-old female was first seen in the emergency 
room of the Greenville General Hospital on Aug. 21, 1953, two 
hours after having fallen on her hand with elbow outstretched. 
Further details were not obtainable, but the child apparently 
had immediate pain and limitation of elbow motion. Examina- 
tion was said to reveal very minimal swelling about the entire 
elbow, with slight limitation of flexion and supination. X-rays 
were taken, but a diagnosis of contusion was made and the 
patient was discharged with the elbow in a sling. The dis- 
location was discovered the following day upon review of the 
x-rays. On return of the patient that day, the elbow was gently 
put through a full range of motion and, on flexing and supinat- 
ing, an audible click was heard as reduction occurred. Repeat 
x-rays confirmed the reduction, and the elbow was placed in a 
sling. Three weeks later, therapy with the sling was discontinued 
and active motion begun. When the patient was seen one month 
after injury, she lacked the last 10 degrees of flexion and exten- 
sion was limited to 160 degrees. In addition, she complained 
of a hard mass in the antecubital space, which had a hard 
consistency. On x-ray examination, this had the appearance of 
ossification in the soft tissues about the annular ligament (fig. 1). 
On examination two months later, this was still present, al- 
though the child had an almost normal range of painless motion. 

Case 2.—A 5-year-old male was seen for the first time on 
April 7, 1953, about three hours after having slipped as he 
“cut a flip while running.” At that time the child arose com- 
plaining of pain in the forearm and elbow, the latter soon 
becoming quite swollen and tender. Examination revealed 
marked tenderness over the head of the radius and increase in 
pain on flexion or supination. X-rays revealed an anterior dis- 
location of the radial head, which was reduced with the patient 
under general anesthesia (fig. 2). The elbow was immobilized 
for three weeks, using a posterior molded splint. At the end of 
this time, therapy with active motion was started. Seven weeks 
after injury, the child had a normal range of painless motion. 
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Cast 3.—A 9-year-old female was first seen in the Orthopaedic 
Clinic of the Greenville General Hospital on May 17, 1954, with 
a history of a fall the afternoon before in which she struck her 
right elbow. The child had immediate pain in the elbow after 
this. Her mother bathed the elbow with alcohol, but the pain 
swelling, and limitation of motion persisted. Approximately two 
hours after injury, the child was seen in the emergency room 
where x-rays were made. The elbow was placed in a sling, al 
though no definite diagnosis was made. When she was seen in 
the clinic, there was no apparent deformity of the elbow. There 
was a mild degree of swelling anteriorly, with pain on any 
attempt at pronation or supination. There was also tenderness 
over the head of the radius. The child's x-rays revealed an 
anterior dislocation of the radial head, which was reduced with 
the patient under general anesthesia, and the arm was im 
mobilized in a posterior splint for three weeks. Check films 
revealed reduction of the dislocation. When she was seen seven 
weeks after the accident, the child had a nearly normal range 
of motion. 


Case 4.—A 5-year-old female was first seen on Dec. 20, 1949, 
with a history of a fall off of a couch at home seven days 
earlier in which she struck the right elbow. The patient was seen 
promptly by a physician who applied a Velpeau dressing. Six 
days after her injury another physician was consulted by the 
first one, as he was dissatisfied with the patient's progress. New 
X-rays were made at that time, and it was felt that the elbow 
relationships were improper. When she was seen in orthopedic 
consultation, examination revealed rather marked swelling about 
the elbow. The radial head could be palpated posterior and 
lateral to its normal position. X-rays confirmed this. Reduction 
with the patient under general anesthesia was done, but the 
forearm was unstable in supination. Check films on the follow- 
ing day revealed redisplacement, and the reduction was repeated 
There was no further difficulty after this, and, when she was 
seen eight months later, she had a full range of flexion and 
extension, although there was loss of the last 20 degrees of 
pronation. There was, however, no functional complaint. 





Fig. 2.—Elbow shows definite forward displacement of proximal end of 
radius on capitellum of humerus in lateral view but little change from 
normal appearance in anteroposterior view 


CasE 5.—A 9-year-old female was first seen in the state 
orthopedic clinic on Feb. 21, 1955. She had been referred to 
the clinic through the local health department and had been 
sent to the health department by her teacher who noticed some 
peculiarity in use of her right arm. It was learned that she 
had injured her elbow in a fall at 3 years of age and that she 
had not been seen by a doctor previously. She had no com- 
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plaints. On examination she used the arm well. There was a 
slight deformity of the elbow, which was minimal. She had full 
flexion and good supination and pronation, with limitation of 
the last 20 degrees of extension. There was a prominence in 
the antecubital fossa on the radial side on palpation. X-ray 
examination revealed an anterior dislocation of the radial head 
without fracture (fig. 3). 


Case 6.—A 6-year-old male was seen at our hospital for the 
first time on Feb. 6, 1933, after having suffered a fall four weeks 
previously. No further details were available. X-rays revealed 
an anterior dislocation. There was extreme limitation of motion. 
In view of this, excision of the radial head was advised and the 
patient was placed on the waiting list for surgery. Eight months 
later while he was still awaiting surgery, a letter was received 
from the parents stating that the range of motion had increased 
sO much that they wished to decline further treatment. Un- 
fortunately, no follow-up examination was obtainable in this 
case. 

Case 7.—A 12-year-old male was admitted to our hospital 
on Jan. 17, 1939, with a history of having fallen from a bicycle 
two days previously. Further details are not known. The child 
had been seen by a physician shortly after his injury, and an 
x-ray diagnosis of dislocation of the elbow had been made. A 





Fig. 3.—Elbow shows an o!d unreduced anterior dislocation of proximal 
end of radius on capitellum of humerus, Note rounded appearance of 
tadial head and changes in appearance of capitellum due to chronic 
displacement. 


splint had been applied without an attempt at reduction. Ex- 
amination revealed a tender, swollen elbow, with some anterior 
ecchymosis. All motion appeared to cause pain, but there was 
no localized tenderness of the head of the radius. X-rays re- 
vealed an anterior dislocation of the radial head. A closed 
reduction was attempted with the patient under general anes- 
thesia, but this was not successful. No further attempt was 
made at reduction, and therapy with motion was started as soon 
as pain and swelling had subsided. When he was szen in the 
clinic on June 8, 1939, his range of motion was excellent, there 
being some slight limitation of motion at the extreme range of 
flexion and supination. In November, 1942, almost four years 
later, a communication was received from the patient stating 
that he was doing full duty in the United States Marine Corps 
with no disability. 

Case 8.—A 13-year-old male was first seen on Oct. 22, 1953, 
with a history of having noted a protuberance on his left elbow 
five to six months previously. The patient stated that this might 
have been present before that time, but he felt that, in any case, 
it had become larger at the above-mentioned time. Further 
questioning disclosed that he had injured the elbow while play- 
ing football two years previously. There was apparently some 
tenderness and swelling for a few days after the injury, but this 
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subsequently cleared up without treatment. The arm had mn 
been reinjured, and the boy stated that his elbow caused hir 
no disability and that he was being seen only at the insistenc 
of his mother. Examination revealed loss of the last 20 degree 
of supination, and pronation was neutral. Flexion was norma 
but there was limitation of the last 10 degrees of extension. On 
palpation, there was a large bony posterolateral protuberancc 
that almost appeared to be a second olecranon. The remainde: 





Fig. 4.—Elbow shows a posterior dislocation of proximal radius on 
capitellum of humerus. This can be recognized as a chronic case also due 
to poorly developed capitellum and grooving of anterior surface of radial 
neck contacting capitellum. 


of the forearm appeared normal. X-rays confirmed a postero- 
lateral dislocation of the head of the radius (fig. 4), but, in view 
of the lack of symptoms, no treatment was advised. 

Case 9.—On Oct. 26, 1953, a 7-year-old female fell and struck 
her left hand. She apparently fell a distance of about 4 ft. and 
later complained mostly of pain in her wrist and arm, particu- 
larly when the wrist was turned. X-rays were taken of the 
wrist and forearm by the family physician, but they were thought 
to be normal. The child continued to complain and began to 
develop some swelling about the elbow. The pain soon subsided, 
and the child was able to move her elbow and wrist without 





Fig. 5.—Ranges of extension and flexion of elbow one month after 
dislocation. 


difficulty; however, as the swelling subsided, the child’s mother 
noted a “knot” in the antecubital space and, for this reason, 
sought orthopedic consultation four weeks after the injury. On 
examination, the arm appeared normal except for a slightly 
tender mass over the antecubital space on the radial side. The 
child had no particular pain or swelling. There was loss of the 
last 40 degrees of supination, loss of 10 degrees of terminal 
extension, and limitation of the last 25 degrees of elbow flexion 
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(fig. 5). X-rays showed an anterior dislocation of the head of 
the radius (fig. 6). Encouraged by previous experience with old 
unreduced dislocations, no immediate treatment was advised. 


Even though the following three cases are more par- 
alytic in origin and probably due to muscle imbalance, 
the x-ray findings are the same as in the traumatic cases. 
Also, since the ranges of motion in these three patients 
were so good and their complaints none to minimal, we 
have added their cases to this report. The importance of 
these cases is their value in support of prognosis and 
treatment of late unreduced cases. 


Case 10.—A 7-year-old female was first seen on Aug. 24, 
1953, in our outpatient clinic, with diagnosis and findings of 
a mixed type of brachial plexus paralysis. The mother stated 
that delivery had been extremely prolonged and rough. She 
was later told that the child’s arm had been broken and that 
there was some nerve damage. The extremity was treated for 
two years with heat, massage, and immobilization in an ab- 
duction splint. Examination revealed extensive weakness and 
atrophy of the entire right upper extremity involving all muscle 
groups. There was a 25 degree flexion contracture of the right 
elbow, with poor function of the pronators and supin‘tors. 
Active elbow extension was absent, although there was sufficient 
biceps function to enable the patient to weakly flex the elbow 
against gravity; however, on contraction of the bicens, the radial 
head could be felt to dislocate anteriorly. The dislocation was 
easily reducible by simply supinating the elbow in full flexion, 
but it could also be made to recur at will by contracting the 
biceps. 

Case 11.—A 4-year-old male was seen at our hospital in 
September, 1954, with a history of Erb’s palsy treated in the 
usual manner by bracing, exercises, and so on. He had some 
residual weakness, particularly of the upper-arm type, and was 
found to have normal range of active flexion, extension, and 
supination, with lack of the last 45 degrees of pronation. Very 
little deformity was present and there was no pain. X-rays 
revealed a simple anterior dislocation of the radial head. 

Case 12.—An 8-year-old female was first seen at our hospital 
in November, 1954, with muscular and joint changes charac- 
teristic of arthrogryposis, with flexion contractures of the hips 
and knees and some weakness of the upper extremities, with 
muscle imbalance, and with joint contracture. A mass was 
palpated in the antecubital fossa of the left elbow. There was 
a lack of the last 20 degrees of active and passive supination 
and 40 degrees of pronation. Flexion and extension were good. 
The patient had no pain. The function in this elbow and fore- 
arm was actually better than in the other upper extremity. 
X-rays revealed an anterior dislocation of the head of the radius 
without any evident injury. 


Comment 


In the three cases of anterior dislocation and the one 
case of posterior dislocation of the head of the radius 
without fracture of the ulna, which were seen early dur- 
ing a period of only five years, these dislocations were 
recognized, reduced, and now show excellent results. In 
the five cases of unreduced traumatic dislocation and 
the three cases of unreduced paralytic dislocation of the 
radial head, which were first seen four weeks or more 
after dislocation, the patients have been followed from 
several months to as long as six years after injury. The 
oldest patient has reached adulthood. In no case has 
there been any complaint of pain, and in no instance has 
there been growth inequality or disturbance at the wrist 
or hand. Function of the forearm and hand has been 
good in all cases but perfect in none. 

The history in these cases is often vague and may be of 
little diagnostic value. The most common story seems to 
be that of a relatively minor fall on the hand with the 
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elbow extended. The diagnosis may not be evident clin- 
ically, even on palpation. If the dislocation is anterior, 
there may be only slight limitation of flexion and supina- 
tion. Tenderness over the radial head may not be present 
Posterolateral dislocations are often visible as an ab- 
normal bulge at the lateral side of the elbow. The diag- 
nosis may be delayed by failure to recognize the char 
acteristic x-ray changes. In only one of the cases had 
the diagnosis been made promptly, although almost all 
patients were seen early. 

Anterior dislocation is easily seen on a lateral x-ray) 
film. The anteroposterior view may appear normal. I! 
the radial head is dislocated, a line drawn through the 
long axis of the radius will fall anterior to the capitellum, 
even in the oblique view. Normally, this line should run 
through the center of the capitellum. Posterolateral dis- 





Fig. 6.—A typical anterior dislocation of proximal radius on capitellum 


location is evident on both anteroposterior and lateral 
views. A line drawn through the long axis of the radius 
will fall posterior to the capitellum. 


Naturally, the treatment of choice in the early cases 
is that of immediate reduction and proper immobiliza- 
tion. This can only be done if the case is properly diag- 
nosed early. X-ray examination is essential. Anesthesia 
is usually necessary to provide the muscle relaxation 
necessary for reduction. Postreduction immobilization 
should equal that of any ligamentous tear about the 
elbow, that is, three weeks. If the arm is not immobilized 
this long, redisplacement may occur, particularly if the 
biceps muscle is not relaxed. 

Myositis ossificans may complicate this injury, par- 
ticularly if reduction is delayed. Open reduction and at- 
tempts to repair the orbicular ligament in late cases is 
usually accompanied by scarring, arthritic changes, and 
frequently by marked limitation of motion. Removal 
of the head of the radius in children is to be condemned 
because of the growth disturbances produced along with 
other late complications such as ulnar palsy. Because of 
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our experience with the foregoing cases, we believe that 
conservatism should be practiced in children with cases 
of anterior dislocation of the head of the radius that have 
remained unreduced over four weeks, since the prog- 
nosis for useful elbow function remains good. 


Summary and Conclusions 


Dislocation of the head of the radius without fracture 
of the ulna is recognized as an infrequent childhood in- 
jury; however, it probably occurs more frequently than 
we know, because it is often misdiagnosed or unrecog- 
nized. The condition is not to be confused with traumatic 
rotary subluxation of the radial head (‘“nursemaid’s 
elbow”) or congenital dislocation of the radial head. 
Three of the 12 cases reported here are nontraumatic 
cases due to muscle imbalance resulting from paralytic 





J.A.M.A., March 3, 1956 


conditions. They are added to this report since the dislo- 
cations are known to have existed for several years and 
function has remained good in spite of the persistent dis- 
locations. The dislocations are both anterior and pos- 
terior, but the posterior dislocation is less frequent. The 
diagnosis may be completely missed if x-rays are not 
taken. Trauma is often not violent, and the range of 
motion may be only slightly limited, with minimal pain 
and swelling. When recognized early, the dislocation 
should be promptly reduced and immobilized properly. 
The prognosis in these cases is excellent. If the anterior 
dislocations are not reduced within one month, they are 
best left unreduced since the final result is functionally 
good and generally better than if surgical reconstruction 
is attempted. 


9-11 Medical Court (Dr. Stelling). 





PROGNOSTIC VALUE OF LIFE INSURANCE MORTALITY INVESTIGATIONS 


William Bolt, M.D. 


Edward A. Lew, New York 


Life insurance mortality investigations are as a rule 
based on relatively large groups of persons followed for 
a number of years. Recently, information on the prog- 
nosis for a variety of impairments has become available 
from a comprehensive mortality investigation of insured 
persons. This investigation, published in April, 1954, 
in a 300-page report entitled Impairment Study, 1951, 
is the latest in a series of studies made by the Society of 
Actuaries in consultation with the Association of Life 
Insurance Medical Directors. The characteristics, ad- 
vantages, and limitations of life insurance mortality in- 
vestigations have been previously discussed by one of us.” 


The investigation dealt with the experience of 27 
companies from 1935 through 1950 on some 625,000 
insured persons. Some of the persons were observed for 
as long as 15 years. The survivorship and mortality rec- 
ords of persons with various impairments were compared 
with the contemporaneous figures for all persons who 
had been insured at standard premium rates. The study 
covered some 132 classifications of physical impair- 
ments, many being subdivided according to severity, 
time elapsed since attack, type of treatment, and other 
pertinent factors. Cases of a particular impairment under 
study, if accompanied by other significant abnormalities, 
were excluded in order to eliminate the extraneous ef- 
fects that they might have introduced. The sizable vol- 
ume of data in most classifications made it possible to 
distinguish between differences in survivorship or mor- 
tality that were relatively small yet statistically signifi- 
cant. 


The insured persons included in the investigation were 
mainly white middle-class men living in urban areas. 





Chief Medical Director of the New York Life Insurance Company 
(Dr. Bolt) and Actuary and Statistician of the Metropolitan Life Insur- 
ance Company (Mr. Lew). 

1. Impairment Study, 1951, Chicago, Society of Actuaries, 1954. 

2. Lew, E. A.: Insurance Mortality Investigations of Physical Impair- 
ments, Am. J. Pub. Health 44: 641 (May) 1954. 


¢ Fifteen years of experience by 27 insurance com- 
panies with more than half a million insured persons 
have yielded data on some 132 varieties of physical 
impairment. Some conclusions can be drawn as to 
what is or is not important in physical examination 
and history-taking. 


Persons with apical systolic murmurs had a 
higher mortality than did standard risks, and those 
with records of rheumatic fever or streptococcic 
infection had a higher mortality than those without. 
In this group the adverse prognostic meaning of 
cardiac enlargement was distinctly seen, but it was 
also found that death rates have decreased materi- 
ally over the past 25 years. 


The unfavorable significance of phlebitis, of 
familial history of cardiovascular-renal disease, of 
renal stone or colic, of gallbladder disorders, of epi- 
lepsy, and of cesarean section was demonstrated. 
Within the group of 18,400 persons with peptic 
ulcer, a history of hemorrhage appeared to make 
the prognosis much worse. 





They were all medically examined and had no known 
significant impairment other than that which was being 
studied. In many classifications, they comprised a highly 
select group, because only the best risks in these classifi- 
cations were usually granted insurance, while others. 
especially those with complications or not in good health, 
were declined. If risks other than the best had been 
included, the mortality record, especially in the earlier 
years, would undoubtedly have been higher, and the rec- 
ord of survivorship poorer. 

This paper has been prepared because many clinicians 
have expressed the opinion that the results of life insur- 
ance mortality investigations would be helpful to the 
medical profession as a whole. It focuses attention on 
those impairments that are believed to be of general 
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interest to the medical profession. Among these are 
apical systolic murmurs, phlebitis, epilepsy, chronic 
bronchitis, gastric and duodenal ulcers, gallbladder dis- 
orders, renal stone or colic, cesarean section, and family 
history of cardiovascular-renal disease. (The main find- 
ings for several of these impairments were presented as 
an exhibit at the Scientific Assembly of the American 
Medical Association in June, 1955.) The follow-up study 
in all cases relates only to the findings on the medical ex- 
amination at the time of issue of the insurance or the 
impairments recorded as part of the medical history on 
the application for insurance. It should further be noted 
that, because some of the observations go back to 1935, 
they do not fully reflect the results of newer methods of 
treatment. Comment on this point is made in the discus- 
sion of particular impairments. 


TABLE 1.—Long-Term Follow-Up Study of 15,300 Persons with 
Apical Systolic Murmurs, Presumed to Be Organic, Showing 
Effect of Rheumatic Fever or Streptococcic Infection 

% Surviving, End of 
Insured Persons at Issue of A“ “me ————_-—, 
Insurance 2 Fr. 5 Yr. 10 Yr. 15 Yr. 
aged 30-39 
ES een 99.8 99.2 97.9 95.6 
With apical systolic murmurs 
No record of rheumatie fever or 


streptococcic infection ........ 99.3 97.9 95.4 99.7 
With record of rheumatie fever 
or streptococcie infection...... 99.3 97.6 93.6 88.4 


iged 40-49 
ee 99.5 98.3 95.0 89.9 
With apical systolic murmurs 
No record of rheumatie fever or 


streptococeic infection ........ 98.9 95.8 90.2 81.1 
With record of rheumatic fever 
or streptococcie infection...... 98.8 95.0 86.5 77.3 
Aged 50-64 
I ND aio iin tdedyemeaien 98.9 95.9 88.7 78.1 


With apical systolic murmurs 
No record of rheumatie fever or 


streptococcie infection ........ 98.4 93.7 83.4 67.8 
With record of rheumatie fever 
or streptococcie infection...... - 93.1 81.3 65.7 
Aged 30-64 
NS SN noe eseasinc eu 99.6 98.5 95.9 92.0 


With apical systolic murmurs 
No record of rheumatie fever or 


streptococcic infection ........ 99.1 96.7 92.4 85.5 
With record of rheumatic fever 
or streptococcic infection...... 99.1 96.5 90.8 84.2 


* Not significant—fewer than 10 deaths. 





Apical Systolic Murmurs, Presumed to Be Organic 


The group of patients with apical systolic murmurs, 
presumed to be organic, was one of the largest groups, 
more than 15,000 persons, in the 1951 impairment 
study. It is undoubtedly a group about which there could 
be considerable discussion and difference of opinion. 
Ideas on the nature and the significance of heart mur- 
murs have changed somewhat during the period covered 
by this investigation. A diagnosis of mitral regurgitation 
based on the finding of a radiating apical systolic mur- 
mur was often made in the past. Today this term is 
somewhat in disfavor with some cardiologists. In clinical 
medicine a diagnosis of heart disease based on this find- 
ing is usually made only after a number of observations, 
often by a cardiologist, with the aid of electrocardio- 
grams, x-rays, and other studies. In life insurance ex- 
aminations a decision as to whether a systolic apical 
murmur is organic or physiological often has to be made 
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after one observation alone. An insurance applicant is 
usually a person in apparent good health whose heart 
murmur is detected at an insurance examination by a 
physician who may or may not have had special train- 
ing in cardiology. Additional information available from 
this examination usually includes only the presence or 
absence of a history of infection, e. g., rheumatic fever, 


TABLE 2.—Relative Mortality over Fifteen Years of Persons with 
Apical Systolic Murmurs, Presumed to Be Organic, Showing 
Effect of Rheumatic Fever or Streptococcic Infection 


Ratio to That Among 
Standard Risks, 
Ages 
eo CC 
30-39 40-49 50-64 30-64 
Persons with apical systolic murmurs 

No record of rheumatic fever or 

streptococcic infection . 2.3 2.1 1.5 2.0 
With record of rheumatic fever or 


- 


streptococcie infection . » Ba 2.6 1.5 4 


as related by the individual to the examiner, and the 
presence or absence of cardiac enlargement, as gauged 
by the examiner without the aid of x-rays. 

Despite the fact that probably some physiological 
murmurs may be included in this study, the results show 
that a group of individuals with radiating systolic mur- 
murs did show an appreciably lower survival rate. The 
proportion of persons with this impairment surviving 15 
years after application for insurance was distinctly less 
than that for standard risks. Among those who were in 
the age range from 30 through 64 when they applied for 
insurance, the proportion who survived 15 years was 
92.0% for standard risks, 85.5% for persons with this 
murmur but without any admitted record of rheumatic or 
streptococcic infection, and only 84.2% for those with 
a history of rheumatic or streptococcic infection (table 
1). Over the 15-year period, the number of deaths 
among those without any record of rheumatic or strepto- 
coccic infection was about double that among standard 
risks, while the mortality among those with a record of 
rheumatic or streptococcic infection was 2.4 times that 
among standard risks (table 2). 

The study showed clearly that the presence and de- 
gree of cardiac enlargement affected survivorship ad- 
versely and that the adverse effect increased with the 


TABLE 3.—Long-Term Follow-Up Study of 15,300 Persons with 
Apical Systolic Murmurs, Presumed to Be Organic, 
Showing Effect of Heart Size 


% Surviving, End of 





a ——EE — — 
Fe. 5 Yr. 10 Yr. 5 Yr 
Insured persons aged 30-64 at issue of 
insurance 

Standard risks ....... rccausSnene 99.6 98.5 95.9 7.0 

With apical systolic murmurs 
Normal heart size................ 99.1 96.7 72.4 85.5 
Slight enlargement ............. 98.7 95.0 87.4 78.0 
Moderate enlargement ........ ° ° 80.9 661 


* Not significant—fewer than 10 deaths. 


degree of enlargement. Among persons (in the age range 
from 30 to 64 when they applied for insurance) with 
normal heart size, the proportion who survived 15 years 
was 85.5%; but, among those with slight enlargement 
of the heart, the corresponding proportion surviving was 
78.0%, and among persons with moderate enlargement, 
it was only 66.1% (table 3). Considering the relative 
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mortality over the 15-year period, the number of deaths 
among those with normal heart size was about double 
that among standard risks, while the number of deaths 
among those with slight heart enlargement was over 
three times that among standard risks, and the number 
of deaths among those with moderate heart enlargement 
was nearly five times that among standard risks (table 


TABLE 4.—Relative Mortality over Fifteen Years of Persons with 
Apical Systolic Murmurs, Presumed to Be Organic, 
Showing Effect of Heart Size 


Ratio to That Among 
Standard Risks, 





Ages 
— a a? 
30-39 40-49 50-64 30-G4 
Persons with apical systolic murmurs 
ee ONE GID, snscccosccedessesees 2.3 2.1 1.5 2.0 
Se MINING: on cc csecasctnsorcses 44 2.4 2.8 3.1 
Moderate enlargement ................ 11.9 ? * 4.7 


* Not significant—fewer than 10 deaths. 


4). It should be noted that only the best risks among 
those with moderate heart enlargement were accepted for 
insurance. 


The relatively high mortality among persons with a 
radiating apical systolic murmur reflected excess deaths 
chiefly from heart and circulatory diseases. This excess 
was especially large among those with a history of rheu- 
matic or streptococcic infection or with enlarged heart, 
as is indicated in table 5. However, mortality from can- 
cer was also significantly higher than normal. The reason 
for this finding in such a group is obscure. Comparisons 
with findings in earlier life insurance mortality investi- 
gations (particularly the Medical Impairment Study, 
1929,* which covered the period 1909-1928) indicate 
that the death rates among insured persons with this im- 
pairment, while several times as high as among standard 
risks, have decreased materially over the past 25 years; 
in recent years they have been at a level only about half 
that of several decades ago. 


TABLE 5.—Relative Mortality over Fifteen Years of Persons with 
Apical Systolic Murmurs, Presumed to Be Organic, Showing 
Mortality from Heart and Circulatory Diseases 


Ratio to 
That Among 
Standard 
Risks, 
Ages 30-64 ® 
Persons with apical systolic murmurs 
Normal! heart size and no record of rheumatic fever or 
ss nce iouebeserese-teeugueketene 2.8 
Normal heart size with record of rheumatic fever or 
oes conic ct stan wicnenreteosadonwts 3.9 
Slizht enlargement and no record of rheumatic fever or 
EE Ri = Ae a a ee 4.1 
Moderate enlargement and no record of rheumatic fever 
or streptococcic Infection.........cccccccccccccccccocccces 7.6 





* At time of issue of insurance. 


Phlebitis 


Studied for the first time was a group of some 1,400 
insured persons with a history of phlebitis prior to ac- 
ceptance for insurance. The proportion of such persons 
surviving was moderately below that of standard risks. 
Among those in the age range from 30 through 64 when 





3. Actuarial Society of America and Association of Life Insurance 
Medical Directors: Medical Impairment Study, 1929, Chicago, Actuarial 
Society of America, 1931. 
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they applied for insurance, the proportion of persons 
with a history of phlebitis who survived 15 years was 
88.7%, as compared with 92.0% for standard risks; 
those who survived 10 years, 93.7% as compared to 
95.9%; 5 years, 97.5% as compared to 98.5%; and 2 
years, 99.2% as compared to 99.6%. Over the 15-year 
period, the number of deaths among those with a history 
of phlebitis was 1.4 times that among standard risks. The 
extra mortality among insured persons with a history of 
phlebitis was accounted for mainly by an increased mor- 
tality from heart, circulatory, and digestive diseases. 


Family History of Cardiovascular-Renal Disease 


Also studied for the first time was a group of 11,600 
persons who, on application for insurance, had reported 
two or more cases of cardiovascular-renal diszase oc- 
curring in persons under age 60 in the immediate family. 
These persons in the age range from 30 through 64 when 
they applied for insurance showed a moderate but sig- 


TABLE 6.—Long-Term Follow-Up Study of 11,600 Persons in 
Whom Family History Showed Early Cardiovascular- 
Renal Disease * 


% Surviving, End of 
7 





Insured Persons at Issue of c - — 
Insurance 2 Fe. 5 Yr. 10Yr. 15 Yr. 
Aged 30-39 
Na es ce taha iy 99.8 99.2 97.9 95.6 
With family history of early cardio- 
vascular-renal disease ........... 99.7 98.9 97.1 93.8 
Aged 40-49 
SE IE cde 4d panecn eases 99.5 98.3 95.0 89.9 
With family history of early cardio- 
vascular-renal disease ........... 99.1 97.4 92.0 85.6 
Aged 50-64 
i a ae ca 98.9 95.9 88.7 78.1 
With family history of early cardio- 
vascular-rena] disease ........... 97.8 94.4 85.7 744 
Aged 30-64 
IN anc cudctaccekevevsness 99.6 98.5 95.9 92.0 
With family history of early eardio- 
vascular-renal disease ........... 99.1 97.5 93.4 88.4 


* Two or more cases of cardiovascular-renal disease occurring in mem- 
bers of immediate family under 60 years of age. 


nificantly lower proportion surviving 15 years as com- 
pared with standard risks, the proportions being 88.4% 
and 92.0% respectively (table 6). Over the 15-year 
period, the number of deaths among those whose family 
history showed early cardiovascular-renal disease was 
1.4 times that among standard risks. The group was 
characterized by an excess mortality from cardiovascu- 
lar-renal conditions; in the aggregate the death rate from 
these causes was nearly double that for standard risks 
and accounted for most of the excess mortality. 


A supplementary study made by two large insurance 
companies indicated that, among insured persons who, 
in addition to having reported a family history of early 
cardiovascular-renal disease, either were slightly over- 
weight or had a slight elevation in blood pressure, deaths 
were 1.7 times those among standard risks, whereas, 
among those reporting a family history of early cardio- 
vascular-renal disease but free of these impairments, 
deaths were only 1.25 times those among standard risks. 
The difference between 1.7 and 1.25 may seem small, 
but statistically it is significant. Life insurance mortality 
investigations may show much finer gradation of degree 
of survivorship than would be brought out in the usual 
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iype of medical studies, as illustrated here and in a num- 
ber of other places in this article. Insofar as these figures 
go, they indicate that a combination of a family history 
of early cardiovascular disease together with conditions 
associated with cardiovascular disease, such as excessive 
weight or hypertension, is of much greater consequence 
than these associated conditions alone. 


TABLE 7.—Long-Term Follow-Up Study of 3,100 Persons with 
Chronic Bronchitis 


% Surviving, End of 
Insured Persons at Issue of — 





"ac aati on «haan _ ™ 
Insurance S'Fe. 5 Yr. 10 Yr. 15 Yr. 
Aged 30-39 
RE SRD Se ceicesesescccss ae Ce 99.2 97.9 95.6 
With chronic bronchitis........... a 98.2 95.7 91.5 
Aged 40-49 
GEE dinenceesnsccesesess 99.5 98.3 95.0 89.9 
With chronie bronchitis........... 99.1 96.2 90.9 80.8 
Aged 50-64 
Ee 98.9 95.9 88.7 78.1 
With chronie bronchitis........... 97.6 93.2 82.9 66.2 
Aged 30-64 
Btamaard TIGKS ..cccsicrccccccccces 99.6 98.5 95.9 92.0 
With chronie bronchitis........... 99.1 96.5 91.5 84.0 





—_— 


* Not significant—fewer than 10 deaths. 


Epilepsy 


The 1951 impairment study included a follow-up 
study of about 1,000 persons who had had one or more 
attacks of epilepsy, the last attack being at least three 
years before application for insurance. These persons 
represent a highly select group of epileptics. The propor- 
tion of such persons (in the age range from 30 through 
64 when they applied for insurance) who survived 15 
years was distinctly less than for standard risks, being 
84.3% , compared with 92.6% for standard risks. The 
mortality of such persons was about two and one-half 
times that of standard risks during the 15-year period. 
Their death rate from accidents, suicide, and epileptic 
seizures was excessive and from cardiovascular-renal 
diseases nearly three times that among standard risks. 
The insured persons with a history of epilepsy in the cur- 
rent study showed lower death rates than those found 
in the study covering the period 1909-1928 (Medical 
Impairment Study, 1929). It should be kept in mind that 
the findings of the current study do not fully reflect the 
results obtained in recent years with improved methods 
of treating epilepsy. 


Chronic Bronchitis 


Among the impairments included in the 1951 impair- 
ment study was chronic bronchitis, a term covering a 
wide variety of conditions loosely reported under this 
or similar names. Altogether about 3,100 persons re- 
porting a history of chronic bronchitis at time of appli- 
cation for insurance were followed up. The proportion of 
persons with chronic bronchitis who survived 15 years 
was distinctly less than among standard risks, the re- 
spective proportions being 84.0% and 92.0% for per- 
sons in the age range from 30 through 64 when they ap- 
plied for insurance (table 7). The mortality of persons 
with chronic bronchitis was nearly double (1.9 times) 
that of standard risks over the 15-year period. Excess 
mortality from nearly every major respiratory disease 
was found among those reporting a history of chronic 
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bronchitis. The death rate among these persons from 
pneumonia was about eight times as high as among 
standard risks, while the death rates from tuberculosis, 
cancer, and other diseases of the respiratory tract were 
about five times as high. In an earlier study (Med- 
ical Impairment Study, 1929) the mortality among in- 
sured persons with a history of chronic bronchitis had 
also been found to be distinctly higher than among 
standard risks, though relatively not so high as in the 
later study. 


History of Ulcer of Stomach or Duodenum 


Another large group studied (18,400 cases) was that 
of insured persons with a history of ulcer of the stomach 
or duodenum prior to acceptance for insurance. Nearly 
96% of them were males. There were approximately 
three times as many cases of duodenal ulcers as of gastric 
ulcers; about one out of every three persons with gastric 
ulcers and one out of every five with duodenal ulcers had 
been surgically treated. The classifications used in study- 
ing this group were designed primarily to show the mor- 
tality associated with the site of the ulcer and the mode 
of therapy. 

The survivorship record for persons with a history of 
either duodenal or gastric ulcer within five years prior 
to acceptance for insurance was not as good as for stand- 
ard risks. The record was appreciably better for patients 
responding to medical treatment (and without a history 
of hemorrhage) than for those who came to operation, 
apparently because surgery was generally resorted to in 
the more serious cases. More specifically, study of per- 
sons in the age range from 30 to 64 at time of application 
for insurance, who had had duodenal ulcers medically 
treated within five years prior to acceptance for insurance 
and who did not give a history of hemorrhage, showed 
91.2% surviving at the end of 15 years as compared with 
85.8% for those surgically treated and 92.0% for stand- 
ard risks (table 8). The corresponding figures for persons 
with gastric ulcers treated medically and surgically were 


TABLE 8.—Long-Term Follow-Up Study of 18,400 Persons with 
Ulcer of Stomach or Duodenum, Showing Effect of 
Site of Ulcer and Mode of Therapy * 





% Surviving, End of 
2 Yr. 5 Yr. 10 Yr 5 Yr 
Insured persons aged 30-64 at issue of 
insurance 
PE SEEN vaindkndevsessedsnee 99.6 98.5 95.9 ?.0 
With duodenal ulcer 
Medically treated ¢t .............. 94 98.1 95.3 91.2 
Surgically treated ............... 2 97.3 92.7 85.8 
With gastric ulcer 
Medically treated + .............. 99.2 98.0 95.2 91.1 
Surgically treated ............... 99.0 O66 O14 M45 
* These persons gave a history of disease within five years prior to 
acceptance for insurance. 
t Excluding those giving a history of hemorrhage. 


91.1% and 84.5% respectively. Over a 15-year period, 
deaths among persons with duodenal or gastric ulcers 
medically treated were 1.2 times those among standard 
risks; the deaths among persons with duodenal ulcers 
surgically treated were 1.9 times those among standard 
risks, while the deaths among persons with gastric ulcers 
surgically treated were 2.1 times those among standard 
risks (table 9). 
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It should be noted that medically treated patients giv- 
ing a history of hemorrhage were not included in the 
above study. The relatively small number of these pa- 
tients appeared to have a much worse prognosis than 
those without a history of hemorrhage. In appraising the 
results of the follow-up studies of persons with surgically 
treated ulcers, it should be kept in mind that during the 
period covered by the study there were some marked 


TABLE 9.—Relative Mortality over Fifteen Years of Persons with 
Ulcer of Stomach or Duodenum, Showing Effect of 
Ulcer and Mode of Therapy * 


Ratio to That Among 
Standard Risks, 





Ages 
ee A ml 
30-39 40-49 50-64 30-64 

Persons with duodenal ulcer 

gt eee 1.3 1.3 1.0 

ae ea ee 1.7 2.2 1.6 
Persons with gastrie ulcer 

eS ee 1.3 16 0.7 33 

DR GINNING oo. docs oesescderssesd 2.7 2.2 14 2.1 


* These persons gave a history of disease within five years prior to 
acceptance for insurance. 
t Excluding those giving a history of hemorrhage. 





changes in the choice of surgical procedures used. From 
information as to the type of operation done on approxi- 
mately three-fifths of the patients included in the study, 
it would appear that gastroenterostomy was performed 
in 25 to 40% and gastric resection in only 10 to 15% 
of the patients operated on. In the remaining cases other 
types of surgery were done or details concerning the 
operation were lacking. 

The excess mortality among insured persons with a 
history of ulcers was in large part accounted for by re- 
currences of the ulcers with concomitant complications. 
Mortality from digestive tract cancer was also elevated. 
When comparison is made of the findings in the current 
study with those in earlier studies, it would appear that 
the death rates among persons with medically treated 
ulcers have decreased fully as much as those among 
standard risks. The death rates of surgically treated pa- 
tients, while lower than in the past, have not kept pace 
with the general improvement in mortality. This may, 
however, merely reflect the fact that persons with recent 


TABLE 10.—Long-Term Follow-Up Study of 5,900 Persons with 
Gallbladder Disorders, Showing Effect of Time 
Elapsed Since Attack and Number of Attacks 
% Surviving, End of 
—‘? a? 
2 Yr. 5 Yr. WwYr. 15 Yr. 
Insured persons aged 30-64 at issue of 
insurance 
OIE SUING coheed decivesocces 99.6 98.6 96.1 92.4 
With gallbladder disorders 


Medically treated patients with 
single gallbladder attack 





WE Se iadcrienancidaies 99.3 98.1 93.6 86.3 

oo errs 99.3 97.9 94.5 90.7 
Medically treated persons with 

multiple gallbladder attacks... 98.9 97.4 93.1 87.6 


surgical treatment of ulcers have during the past 10 
years been accepted for insurance more freely than here- 
tofore. 

Gallbladder Disorders 


Included in the study were about 5,900 persons who 
at the time of application for insurance reported gall- 
bladder disorders medically treated and some 15,300 
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persons whose gallbladders had been either removed or 
drained. The classifications used in the study were de- 
signed to bring out the effects of subsequent mortality 
of (1) the time elapsed since last attack and the number 
of attacks among the medically treated cases and (2) 
the type of surgery among the surgically treated cases. 
The proportion of persons surviving 15 years was 
somewhat below that of standard risks in every classifica- 


.tion. For those in the age range from 30 through 64 at 


the time of application for insurance, the proportions 
surviving 15 years were 86.3% for persons with a single 
gallbladder attack medically treated within 2 years of 
application for insurance, 90.7% for similar persons 
with a single attack within 3 to 10 years, and 87.6% for 
similar persons with multiple gallbladder attacks, com- 
pared with 92.4% for standard risks (table 10). Over 
the 15-year period, the number of deaths among med- 
ically treated persons with a single gallbladder attack 


TABLE 11.—Relative Mortality over Fifteen Years of Persons 
with Gallbladder Disorders, Showing Effect of Time 
Elapsed Since Attack and Number of Attacks 


Ratio to That Among 
Standard Risks, 





Ages 
” cm . _——- 
30-39 40-49 50-64 80-64 
Persons with gallbladder disorders 
Medically treated persons with single 
gallbladder attack 
Wee © BB ccccces pinenaineiunkiaredane 2.0 1.0 14 1.3 
ED i icveddaseesavencieouss 0.7 1.2 1.0 1.1 
Medically treated persons with mul- 
tiple gallbladder attacks............. 1.9 1.1 1.3 1.3 


TABLE 12.—Long-Term Follow-Up Study of 15,300 Persons with 
Gallbladder Disorders, Showing Effect of Different 
Types of Surgery * 


% Surviving, End of 


(RR 
3 Yr. 5 Yr. Yr. Yr. 
Insured persons aged 30-64 at issue of 
insurance 
I BONED. vdccsenedésccevscces 99.6 98.6 96.1 92.4 
With gallbladder removed......... 99.3 97.8 94.6 90.5 
With gallbladder drained.......... 99.3 97.7 94.3 87.9 


* These persons gave a history of disease within 10 years prior to 
acceptance for insurance. 


within 2 years was 1.3 times that of standard risks, the 
corresponding figures for persons with a single attack 
within 3 to 10 years and for persons with multiple at- 
tacks being 1.1 and 1.3 times respectively (table 11). 


For persons surgically treated within 10 years of ac- 
ceptance for insurance, the proportion surviving (in the 
age range from 30 through 64 at the time of application 
for insurance) was 90.5% of those in whom the gall- 
bladder had been removed and 87.9% of those in whom 
it had been drained, compared with 92.4% for standard 
risks (table 12). Over the 15-year period, the number 
of deaths among persons in whom the gallbladder had 
been removed was 1.2 times that among standard risks 
while in those in whom the gallbladder had been drained 
it was 1.3 times that among standard risks (table 13). 
The excess mortality was in large part due to diseases of 
the liver and biliary tract. Earlier insurance investiga- 
tions had shown similar relative mortality among persons 
with gallbladder disorders compared with standard risks 
Since mortality on standard risks has improved, it wou!d 
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appear that the mortality among people with gallbladder 
disorders has similarly improved. Perhaps this reflects 
improved methods of diagnosis and treatment for this 
group of diseases. 


Renal Stone or Colic 


Another large group studied (19,300 cases) was that 
of persons with a history of renal stone or colic within 
10 years prior to acceptance for insurance. The classi- 
fications used in studying this group were designed to 
indicate the effect on mortality of time elapsed since 
attack or surgery and differences in the results between 
medical and surgical cases. 

The proportion surviving was found to be highest 
among those who had not had surgery, and among 
surgical cases it was highest where more than five years 
had elapsed since operation. Among those in the age 
range from 30 through 64 at the time of application, 
the proportion surviving 15 years was found to be 90.4% 


TABLE 13.—Relative Mortality over Fifteen Years of Persons 
with Gallbladder Disorders, Showing Effect of 
Different Types of Surgery 


Ratio to Tnat Among 
Standard Risks, 


Ages 
Pe ————— _ a 
30-39 40-49 50-64 30-64 
Persons with gallbladder removed.... 1.1 1.3 1.2 1.2 
Persons with gallbladder drained..... 2.0 1.4 0.9 1.3 


* These persons gave a history of disease within 10 years prior to 
acceptance for insurance. 





TaBLE 14.—Long-Term Follow-Up of 19,300 Persons with 
Renal Stone or Colic, Showing Effect of Time 
Elapsed Since Attack and Mode of Therapy 


% Surviving, End of 


eee 





Y , . , ™ 
2 Yr. 5 Yr. 10 Yr. 15 Yr. 
Insured persons aged 30-64 at issue of 
insurance 
SED. GED Ntccncencvaceencwone 99.6 98.5 95.9 92.0 


With renal stone or colic 
Persons treated medically within 


Mt ee suinidenthondensnscosnseus 99.7 98.6 95.4 90.4 
Persons treated surgically 

a cing 00tS ann wanes 99.4 97.8 2.9 84.5 

RE GE Wivnckecercessncssce ° 98.4 94.7 90.1 


* Not significant—fewer than 10 deaths. 


for patients medically treated within 10 years, 84.5% 
for surgically treated patients within 5 years, and 90.1% 
for surgically treated patients within 6 to 10 years of 
application for insurance, compared with 92.0% for 
standard risks (table 14). The corresponding ratios of 
deaths in the several classifications of persons with a 
history of renal stone or colic to those expected among 
standard risks were 1.1, 1.6, and 1.1 respectively 
(table 15). 

Among persons with a recent history of operation, the 
mortality from cardiovascular-renal diseases was signifi- 
cantly higher than among standard risks. Judging by 
comparisons with earlier life insurance mortality inves- 
tigations, the death rates among persons with recent 
surgical treatment for renal stone or colic have not de- 
creased as much as those among standard risks. It 
should, however, be noted that persons with such recent 
surgical treatment have been accepted more freely for 


_insurance in the last 10 years. 
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Cesarean Section 


Included in the study was a follow-up of more than 
7,000 insured women who had had a cesarean section. 
This was the first time that this condition had been 
studied in life insurance mortality investigations. In the 
important age range from 30 through 39 at time of ap- 
plication for insurance, the proportion of women with a 
history of a cesarean section who survived 15 years was 


TABLE 15.—Relative Mortality over Fifteen Years of Persons 
with Renal Stone or Colic, Showing Effect of Time 
Elapsed Since Attack and Mode of Therapy 


Ratio to That Among 
Standard Risks, 


Ages 
y - _ ~_- - 
80-39 40-49 64 B44 
Renal stone or colie 
Persons treated medically within 
Be Ws eecsssaceseus 14 09 1.0 1.1 
Persons treated surgically 
Wren & Fhececscese rere ; 1.9 2.0 1.0 14 
_ . faa . 14 0.9 1.1 


* Not significant—fewer than 10 deaths 


somewhat smaller than that for all standard female risks, 
the figures being 95.9% and 97.4% respectively. Over 
the 15-year period, the number of deaths among women 
with a history of cesarean section was 1.3 times that 
among standard female risks. Virtually all the excess 
mortality was accounted for by deaths from puerperal 
causes. Inasmuch as the study covered the years 1935 
through 1950, in the early part of which puerperal and 
surgical mortality was materially higher than at present, 
it may be that the current prognosis for women who have 
had a cesarean section is better than indicated by the 
study. 
Conclusions 


Presentation of some of the more important facts 
and conclusions brought to light by the Impairment 
Study, 1951, the latest in a series of medicoactuarial in- 
vestigations conducted by the Society of Actuaries in 
consultation with the Association of Life Insurance Med- 
ical Directors, calls attention to this study and others as a 
unique and valuable source of information on prognosis. 


51 Madison Ave. (10) (Dr. Bolt). 





The Climate of Discovery.—Medicine in all its activities must 
be a scientific discipline—that is, a compound of observation, 
deduction, and the proof of validity of deduction. Proof may 
be obtained either by direct experiment or (more often in clini- 
cal sciences) by the planned examination of a hypothesis in the 
light of phenomena of health and disease as we see them in the 
course of our care of the sick. Scientific principle requires us 
to be ever watchful for the unexpected and the anomalous; for 
these may imply imperfections in our concepts and are often a 
stimulus to discovery. It is surprising how many apparently 
educated people, including many doctors, regard science as an 
affair of laboratories, apparatus, and formule rather than as an 
attitude of mind which relates hypothesis and plan to controlled 
observation. It is because of this misconception that some mis- 
takenly hold that the qualities of solicitude and compassion are 
incompatible with the scientific method. But in fact, it is as much 
a crime against science as it is against humanity to neglect those 
qualities of kindliness which are essential to the care of the sick 
and the supervision of the health of the individual—W. M. 
Arnott, M.D., The Climate of Discovery, The Lancet, Oct. 
15, 1955. 














742 





J.A.M.A., March 3, 1956 


CLINICAL EXPERIENCE WITH A NEW MUSCLE RELAXANT, 
ZOXAZOLAMINE 


PRELIMINARY REPORT 


William Amols, M.D., New York 


The management of spasticity constitutes a major 
therapeutic challenge in patients incapacitated by dis- 
orders of the central nervous system. While the efforts 
of the physical therapist can do much to prevent the for- 
mation of contractures, they are ineffective in modifying 
the spasticity that predisposes to them. The need for a 
drug with selective ability to diminish skeletal muscle 
tone has long been recognized. Ideally such a drug 
should be given orally and have a wide margin of safety, 
long. duration of action, and minimal unpleasant side- 
effects. The agents that are currently in use as skeletal 
muscle relaxants have some, but not all, of these at- 
tributes. Mephenesin effectively diminishes muscle tone 
but has the major disadvantage of having to be adminis- 
tered intravenously for its maximal benefit, which, at 
best, is transient and brief. Tubocurarine, which acts on 
the myoneural junction, must be given parenterally and 
has a very narrow margin of safety between the amount 
producing desired muscular relaxation and that causing 
diaphragmatic paralysis. Other curariform drugs such as 
succinylcholine, decamethonium, gallamine, and benzo- 
quinonium have similar disadvantages and find their 
most useful application in the field of anesthesia. 

Recent reports‘ attribute to chlorpromazine (Thor- 
azine) properties of a centrally active skeletal muscle 
relaxant similar to those of mephenesin but of somewhat 
longer duration. But, here again, to be effective, this drug 
had to be given intravenously for an effect that was of 
relatively short duration (two hours) and that was asso- 
ciated with drowsiness. When chlorpromazine was ad- 
ministered orally in doses that did not cause unpleasant 
side-effects, I have observed that it was ineffective as a 
muscle relaxant. 


Methods of Evaluating Muscle Relaxants 


Clinical observation is at present still the best method 
for evaluating the effect of muscle relaxants. No good 
objective method applicable to humans has yet been de- 
vised. The use of electromyography for this purpose has 
many theoretical and practical objections, but, when em- 
ployed circumspectly, it can provide a crude but useful 
index of muscle-relaxant effect. By means of surface 
electrodes and the multichannel inkwriting oscillograph, 
a record of muscle activity can be obtained. When the 
extremity from which such recordings are made is placed 
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‘© The degree of relaxation of voluntary muscles 
was scored by a method employing the electromyo- 
graph and was used in a comparison of several 
drugs. The most promising of the compounds studied 
was zoxazolamine, given orally in doses averaging 
2 gm. daily with from 10 to 50 mg. of chlorpro- 
mazine. 

This medication was administered to 28 patients 
with a variety of neurological disorders involving 
the voluntary muscles, particularly spasticity of the 
upper motor neuron type. The major benefit was the 
alleviation of the discomfort and inconvenience of 
the spasticity itself. Flexor spasms of the extremi- 
ties were greatly reduced in those patients who had 
this as their most troublesome symptom. Without 
exception, however, all ambulatory patients whose 
spastic extremities were favorably affected by the 
combined drugs complained of greater weakness in 
those extremities, so that their ability to get about 
was impaired. Reduction of spasticity was not ac- 
companied by improved yolitional control. 

Zoxazolamine had an advantage over drugs pre- 
viously tried in being effective by mouth. Its prin- 
cipal role seemed to be to aid in nursing care, to 
increase the comfort of the patient, and to facilitate 
the work of the physical therapist in giving passive 
exercise. 





in a “neutral” position requiring no voluntary effort on 
the part of the subject, the amount of electrical activity 
in spastic extremities is found to be much greater than 
that in normals. This is so in spite of the fact that fully 
relaxed spastic muscles have been found to be elec- 
trically silent,” because it is often impossible to obtain 
complete relaxation in a spastic limb. The extent to 
which the electromyographic record is modified by 
various drugs has been found to correlate well with the 
degree of clinical relaxation induced in the muscle from 
which the recording is made. This method is believed 
to provide, therefore, a more objective means than ob- 
servation alone for determining the comparative effects 
of various muscle relaxants. It is intended only to supple- 
ment, and not to replace, clinical evaluation. 

The applicability of this method of measuring drug 
effect by quantitative modification of the electromyo- 
gram was first tested in patients with torticollis, since 
the amount of electrical activity that can be recorded 
over the involved sternomastoid muscle is quite large and 
well sustained for hours, with the patient supine and fully 
awake. By the assignment of arbitrary values to certain 
portions of the record according to the total amount of 
electrical activity that is recorded (fig. 1), it is possible 
to plot “degrees” of spontaneous muscular activity 
against time to show not only the extent of muscular re- 
laxation obtained by a drug but also the duration of its 
effect as well. 
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Mephenesin.—By the method discussed above, me- 
phenesin given intravenously produced in the sternomas- 
toid reduction in electrical activity within 5 minutes that 
persisted 45 to 60 minutes (fig. 2). Chlorpromazine, 
given orally in doses of 25 to 75 mg., produced only a 
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Fig. 1.—Assignment of arbitrary values to portions of electromyo- 
graphic tracing according to amount of electrical activity. 





minimal effect by itself, but when the therapy was fol- 
lowed by an infusion of mephenesin there was a greater 
and longer sustained reduction of the electrical activity 
(fig. 3). When it was given orally as a 10% alcoholic 
solution, the same amounts of mephenesin had a much 
less notable effect on the electromyogram, and this was 
only slightly potentiated when the patients were given 
premedication with chlorpromazine orally. Maintenance 
therapy given orally, consisting of chlorpromazine, 25 
to 50 mg., followed in one hour by elixir of mephenesin, 
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Fig. 2.—Method of plotting “degrees” of electromyographic activity 
against time to demonstrate rate of onset, intensity, and duration of action 
of mephenesin intravenously as a muscle relaxant in torticollis. Electro- 
myOgraphic tracings obtained from left sternomastoid muscle. 


'0 to 30 cc., from three to six times a day, failed to in- 
fluence the torticollis clinically to a significant degree in 
the ambulatory patient. 

Chlorpromazine.—In patients with spasticity of the 


extremities, it was found that chlorpromazine given orally 


in doses of 25 to 50 mg. failed to have any appreciable 
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clinical effect. When therapy with chlorpromazine was 
followed in one hour by mephenesin intravenously, the 
full muscle-relaxant effect of the drug could be obtained 
by very much smaller doses than that usually required 
to produce this effect by intravenously given mephenesin 
alone. The duration of the effect, however, was not sig- 
nificantly prolonged. When mephenesin orally in the 
form of the elixir was given to patients with spasticity, 
who were given premedication with chlorpromazine, a 
slight but definite lessening of the spasticity was ob- 
tained. This was not the case when mephenesin in tablet 
form was given, presumably because of inadequate ab- 
sorption. The average dose of the elixir required was 
usually 15 to 30 cc. (1.5 to 3 gm.). The duration of ef- 
fect was one to two hours. Even those patients most bene- 
fited by this combination became refractory to it after 
a relatively short period of time. Many complained of 
side-effects similar to those seen with mephenesin given 
intravenously (blurred vision and dizziness). The use 
of this combination of drugs in the long-term manage- 
ment of spasticity was distinctly limited and was there- 
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Fig. 3.—Chart showing the more rapid onset, greater intensity of effect, 
and prolongation of action of mephenesin intravenously in torticollis, 
where the patient has received previous therapy with 75 mg. of chlior- 
promazine orally. Electromyographic tracings are from same patient as 
in figure 2. 


fore abandoned. As chlorpromazine intensified and 
prolonged, however unsatisfactorily, the effects of one 
muscle relaxant, it was determined to study its effect on 
other compounds with mephenesin-like activity. 

Zoxazolamine.—The most promising of the com- 
pounds studied was zoxazolamine (Flexin). This agent, 
which is chemically unrelated to mephenesin, has been 
found to have an action in animals similar to mephenesin 
in that it produces a flaccid paralysis of the limb muscu- 
lature without depressing consciousness or respiration. 
Its advantages over mephenesin are longer duration of 
action, smaller dose requirement, greater effectiveness 
when administered orally, less toxicity, and wider margin 
of safety. Like mephenesin, its site of action is believed 
to be within the central nervous system, where it de- 
presses polysynaptic pathways. It is presumed to have 
little, if any, effect on monosynaptic reflex arcs, motor 
nerves, the myoneural junction, or muscle itself. 
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Depressant, Proc. Soc. Exper. Biol. & Med. 88: 565, 1955. Funderburk, 
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Study Plan and Results 


A total of 28 patients with a variety of neurological 
disorders, who received zoxazolamine and adjunctive 
chlorpromazine, were studied at the Neurological In- 
stitute of New York during the past year. For the pur- 
pose of this study the patients were classified as shown 


Classification of Patients Receiving Zoxazolamine and 
Adjunctive Chlorpromazine 


No. of 
Diagnosis Patients 
Spasticity of upper motor neuron type due to both intrinsie 
and extrinsie spinal cord disease (multiple sclerosis, “‘degen- 
erative disease,’’ neurofibroma, tuberculosis of vertebra 
[Pott’s disease], and metastatic carcinoma)..............6. 16 
Decerebrate rigidity secondary to extensive brain damage.... 2 
See I Te To ecb iv co vcicc desc ccsicscssevedssees 1 
I aa sl kd wrasse ws ny A cesioar cael B ahdow Weave ie aaa 4 
Disease of basal ganglions (paralysis agitans, dystonia mus- 
culorum deformans, postencephalitie dyskinesia with oculo- 
a ee 2 a Deb Acie Sins akg Wurdde vo Waa a eae eee e-caeme 3 


Convulsive disorder (grand mal seizures).................00000 2 


ROE secesevqetintssdsdcecersonestercdesswoveondsedivepewrdws 28 


in the table. Zoxazolamine, by itself, proved to be a 
mild muscle relaxant whose effects were apparent only 
in the patients with spastic extremities. In doses given 
orally, averaging 2 gm. daily (500 mg. four times a day) 
but as high as 6 gm. daily (1,500 mg. four times a day), 
slight, but definite, relaxation of spastic muscles was ob- 
served in the majority of cases, but to a degree con- 
sidered too small to be clinically useful. When the pa- 
tients were given premedication with chlorpromazine 
in doses ranging from 10 to 50 mg. orally, a significant 
degree of muscular relaxation resulted from the oral ad- 
ministration of 500 mg. of zoxazolamine. The clinical 
findings were supported by the electromyographic trac- 
ings (fig. 4). 

Favorable results with zoxazolamine and chlorprom- 
azine were obtained in most of the patients with spas- 
tic extremities, including the patient with cerebral palsy. 
No effect was observed in the patients with decerebrate 
rigidity, but, of these two patients, both of their 
cases were complicated by the presence of con- 
tractures. None of the patients with torticollis 
was benefited, nor were those with disease of 
the basal ganglions helped. The two patients who 
had grand mal seizures, treated by the sole addi- 
tion of zoxazolamine to their anticonvulsant reg- 
imens, experienced an increase in their seizures, 
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uneven response to maintenance therapy in that some 
days their spastic muscles were quite relaxed while 
on other days very little, if any, muscular relaxa- 
tion could be observed. In five cases maintenance ther- 
apy for more than 10 days was tried. Only one was bene- 
fited for any significant period of time (four months). 
In the other 4 patients, therapy was discontinued either 
because of lack of sustained effect or for reasons dis- 
cussed below. 

While the degree of muscular relaxation obtained by 
the combined administration of zoxazolamine with chlor- 
promazine varied greatly, not only from patient to 
patient but also in the same patient from day to day, 
the duration of effect was much more constant. A good 
response was usually sustained for about six hours. This 
compares favorably with the 30 to 60 minute period 
during which intravenously administered mephenesin 
is effective or the one to two hour period in which its 
effect can be prolonged by previously administered 
chlorpromazine. The clinical observation of the potenti- 
ating effect of chlorpromazine on zoxazolamine has been 
subsequently confirmed in animals,‘ where the duration 
of the flaccidity in the limb musculature induced by zoxa- 
zolamine was increased approximately 10 times by the 
addition of chlorpromazine. 

One of the hoped-for results of successful muscle- 
relaxant therapy is improved volitional control of the 
spastic extremity, once the restrictive effects of increased 
muscle tone are diminished.*® This did not prove to be 
the case in therapy with zoxazolamine and chlorproma- 
zine. Without exception, all ambulatory patients whose 
spastic extremities were favorably affected by combined 
zoxazolamine and chlorpromazine therapy complained 
of greater weakness in those extremities. The degree of 
weakness seemed proportional to the amount of relaxa- 
tion obtained. This one factor was responsible for aban- 
donment of the therapy by most of the patients who had 
shown the best response. Some who had been able to 


A Rt triceps B 






ia) \ 
Rt. bice Rt biceps 


1 hy after chlorpromazine-25 mq. orally 
—— wa 





one going into status epilepticus. Thirteen of the 
16 patients with spastic extremities secondary 
to spinal cord disease showed definite reduction 


in muscle tone, as judged by the decrease in Rt biceps 


resistance to passive movement of the extrem- 
ities; 3 were not significantly affected. 
The degree of response in the patients favora- 
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bly affected varied from slight decrease of resist- 
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Fig. 4.—Effect of muscle-relaxant drugs singly and in combination in reducing activity 
ance to passive movement to almost complete T€- of electromyogram. All tracings are from spastic upper extremity of same patient. 


laxation of a previously ti : ; . A, without medication. B, one hour after chlorpromazine therapy, 25 mg. orally. C, one 
P y ight, immobile extrem hour after zoxazolamine therapy, 500 mg. orally. D, one hour after combined chlor- 


ity. Where only a slight favorable response was _ promazine and zoxazolamine therapy in same doses as in B and C. 


obtained, the effect was not enhanced by higher 
dosages of either zoxazolamine or chlorpromazine. In 
addition, most patients favorably affected showed an 





4. Marsh, D. F.: Personal communication to the author. 
5. Hoefer, P. F. A.: Physiological Mechanisms in Spasticity, Brit. J. 
Phys. Med. 15: 88, 1952. 


walk despite a spastic paraparesis could no longer walk 
as well once the spacticity was diminished. Others con- 
fined to wheel chairs were no longer able to maneuver 
themselves in and out of their chairs by relying on their 
stiff legs for some support. Patients with spasticity ol 
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cerebral origin were not studied in this series except for 
one case of cerebral palsy. This patient had a spastic 
paresis of the four extremities of moderate degree, with 
athetosis and spastic speech. Although his electromyo- 
graphic records showed good response to the drugs em- 
ployed, the only clinical benefit observed was in his 
speech, which seemed a bit easier to understand. The 
athetosis was not affected. 

The major benefits of successful muscle-relaxant ther- 
apy in this series seemed to be chiefly in the alleviation 
of the discomfort and inconvenience of spasticity itself. 
Flexor spasms of the extremities were greatly reduced 
in those patients who had this as their most troublesome 
symptom. Urinary frequency and urgency were lessened, 
although not eliminated. Wheel chair patients with ad- 
ductor spasm could sit more comfortably. Physiothera- 
pists felt that they could achieve greater range of mobility 
by their efforts. Contractures were more easily pre- 
vented. 

Side-Effects 


Side-effects of zoxazolamine therapy were remarkably 
few. Drowsiness, complained of by 9 of the 28 pa- 
tients, was mostly attributable to the chlorpromazine 
and was relieved by cutting the dose of this agent from 
25 to 10 mg. three times a day. Mild headache occurred 
in four patients but was a persistent complaint in only 
one. Two patients vomited, one after 3 gm. and the other 
after 6 gm. of the drug. In both cases vomiting stopped 
when the dose of zoxazolamine was lowered. Two pa- 
tients experienced a transient blotching of the skin after 
their first dose of zoxazolamine but had no recurrence 
of this symptom with subsequent doses. No significant 
alterations of pulse, blood pressure, or respiration were 
observed, and there were no deleterious effects noted in 
blood counts, urinalyses, or liver and kidney function 
tests. 
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Summary 


Zoxazolamine (Flexin), a new compound with me- 
phenesin-like activity, was studied as a muscle relaxant 
in 26 patients with various types of neuromuscular dis- 
orders and in 2 patients with grand mal seizures. Elec- 
tromyography was employed to supplement clinical ob- 
servations on its muscle-relaxant properties. The poten- 
tiation of the muscle-relaxant properties of mephenesin 
by chlorpromazine (Thorazine) was demonstrated elec- 
tromyographically in patients with torticollis and by clin- 
ical observation alone in patients with spasticity. Similar 
potentiation by chlorpromazine of zoxazolamine was 
seen in spastic cases and confirmed in animal studies. 

Zoxazolamine is a mild muscle relaxant for spastic 
states. Its chief advantages are its oral route of adminis- 
tration, long duration of action, and minimal side-effects. 
When combined with chlorpromazine, its muscle-relax- 
ant effects are greatly intensified. Clinical observation 
and electromyographic studies indicate that the com- 
bination of zoxazolamine with small doses of chlorprom- 
azine affords the best centrally active muscle-relaxant 
therapy thus far obtained. Its effects, however, are ir- 
regular from patient to patient and in the same patient 
on different occasions. Reduction of spasticity is not ac- 
companied by improved volitional control of the af- 
fected extremity. Muscular relaxation is obtained at the 
expense of decreased muscle strength. Increased weak- 
ness is often complained of when spasticity is diminished. 
The principal role of muscle-relaxant therapy seems to 
be as an adjunct to nursing care, patient comfort, and 
the administration of physical therapy to the patient 
with spasticity. Basal ganglion disorders are not bene- 
fited by zoxazolamine alone or in combination with chlor- 
promazine. Grand mal seizures seem adversely affected 
by addition of zoxazolamine to anticonvulsant therapy. 

622 W. 168th St. 





ZOXAZOLAMINE (FLEXIN) IN RHEUMATIC DISEASES 


PRELIMINARY REPORT 


Richard T. Smith, M.D., Kenneth M. Kron, M.D., William P. Peak, M.D. 


Irvin F. Hermann, M.D., Philadelphia 


Stiffness and aching pain, especially after periods of 
inactivity, are the most common complaints in the rheu- 
matic disease field. They are the cardinal symptoms of 
fibrositis, which may exist alone or as a complication of 
another rheumatic disease. The stiffness and aching are 
evidence of a decrease in muscle tone, strength, and 
substance, caused by disuse, decreased use, or muscle 
strain. Disuse is generally due to protective immobiliza- 
tion of a part of the body to prevent pain in an arthritic 
joint or during an acute attack of bursitis or after a 
severe ligamentous or muscle strain or tear. Decreased 
use of muscles may be caused by a change in occupation 





From the Benjamin Franklin Clinic of Pennsylvania Hospital. Dr. Peak 
is a trainee of the Arthritis and Metabolic Disease Section, National 
Institutes of Health. 

The zoxazolamine used in this study was supplied as Flexin by 
McNeil Laboratories, Inc., Philadelphia. 


¢ Zoxazolamine prevents or relieves spasm in volun- 
tary muscles by depressing the central nervous path- 
ways involved. It was administered by mouth to 100 
rheumatic patients in whom the muscular stiffness 
and soreness made it impossible to carry out the 
necessary program of exercise. 

Relief of the stiffness and aching was often com- 
plete within 30 minutes after ingesting the pre- 
scribed dose. Excelient or good results were obtained 
in 85 patients. Toxic reactions made discontinuance 
of this therapy necessary in 13 cases. Three espe- 
cially successful cases are described. 





or habit to a less active one. Muscle strain due to skeletal 
deformity, poor posture, or occupation will also weaken 
muscle over a period of years. 
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As muscle atrophy develops, the aching begins and 
stiffness with inactivity becomes apparent. Unfortu- 
nately, most patients consider these symptoms to be a 
danger signal and endeavor to further protect the part 
by less activity or even by complete rest. This, of course, 
increases the muscle atrophy and the stiffness and ach- 
ing. The treatment that alleviates the symptoms con- 
sists of rehabilitation exercises for the involved muscles. 
On first arising or after inactivity the patient’s involved 
muscles are stiff and require a “warm-up” before they 
can function properly. Warm-up time may vary between 
a few minutes to half a day depending upon the severity 
of symptoms. Adequate rehabilitation exercises are im- 
possible until the warm-up has been completed. Salicyl- 
ates or heat tend to decrease the period of stiffness, 
but the latter is time-consuming and not always practical. 

A safe, well-tolerated drug, capable of relieving the 
muscle spasm and stiffness rapidly, would be a rational 
therapeutic measure for rheumatic patients. It would 
permit more normal muscle function and hasten the re- 
habilitation program. A successful beginning along these 
lines was reported in 1951, when experiences with 
mephenesin were described. Therapy with this drug, 
although helpful, was far from satisfactory, as it required 
a large morning dose, based upon weight, followed by 
a tablet every three hours. Since then, many proprietary 
remedies have been made available, which are either in- 
corporations of mephenesin and other drugs or so-called 
chemical improvements of mephenesin. After adequate 
clinical trials, none of these preparations was considered 
to be of sufficient improvement to warrant publication of 
results of studies. 

More recently, two new chemicals have been made 
available for study of their muscle-relaxing properties. 
The first, meprobamate, was found to be effective, but 
in many instances it produced sleepiness, which was un- 
desirable during the daytime when the rehabilitation of 
the muscles was to be accomplished. The second, zoxa- 
zolamine (Flexin), is the subject of this preliminary re- 
port. It is in no way related to the previous family of 
muscle-relaxant drugs. 

Zoxazolamine produces a depression of the polysynap- 
tic pathways.” There is essentially no effect upon the 
motor nerves, muscle, myoneural junction, or the mono- 
synaptic arcs. These same neuromuscular investiga- 
tions * indicated a central action for zoxazolamine as 
opposed to other drugs that act peripherally. The evi- 
dence to date indicates that the spasm of striate muscles 
is relieved or prevented by use of the drug through de- 
pression of the central nerve pathways responsible for 
the spasm. No irreversible toxic effects have been re- 
ported. 

Selection of Patients 


Preliminary trials with zoxazolamine indicated ef- 
fectiveness in fibrositis. In the past, muscle-relaxant 
drugs had very little or no utility in rheumatic diseases 
where the stiffness and aching of fibrositis were minimal 





1. Hermann, I. F., and Smith, R. T.: 3-0-Toloxy 1,2-Propanediol in 
Treatment of Rheumatic Diseases, Journal-Lancet 71: 271 (July) 1951. 

2. Kamijo, K., and Koelle, G. B.: 2-Amino-5-Chlorobenzoxazole 
(McN-485, Flexin), Long-Acting Spinal Cord Depressant, Proc. Soc. 
Exper. Biol. & Med. 88: 565 (April) 1955. Funderburk, W. H., and 
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Nervous System, abstracted, Fed. Proc. 14:341 (March) 1955. 
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as compared with acute joint swelling and pain. Con- 
sequently, the patients chosen were those with acute or 
chronic fibrositic symptoms predominating. The condi- 
tions represented were rheumatoid spondylitis, 16; fibro- 
sitis, 34 (generalized, 26, and acute low back, 8); cer- 
vical root syndrome, 22; peripheral rheumatoid arthritis 
with minimal joint discomfort, 18; acute torticollis, 2; 
and post-traumatic muscle spasm (of low back), 3. In 
addition, a few patients who were not expected to bene- 
fit from use of zoxazolamine were also treated in a small 
screening program to rule utility in or out. Their diag- 
noses were osteoarthritis of the hip joint, one; peripheral 
rheumatoid arthritis with rheumatoid spondylitis, three; 
and lupus erythematosus disseminatus, one. Total num- 
ber of patients included in this preliminary report was 
100. There were 59 females between 26 and 69 years of 
age and 41 males between the ages of 23 and 72 years. 


Method of Administration 


A compressed tablet containing 250 mg., or a scored 
compressed tablet containing 500 mg., of the drug was 
employed. In most instances the patients were given 500 
mg. three or four times a day. Occasionally, because the 
individual was small in stature and weight, 250 mg. three 
or four times a day was prescribed. Recently we were 
supplied with an enteric-coated tablet containing 250 
mg. for those patients who complained of gastric irrita- 
tion. It is our plan to administer these tablets at bed- 
time to a series of patients to prevent discomfort during 
the night as well as to assist them in arising with less 
stiffness in the morning. 


Response to Therapy 


The benefit achieved from use of the drug was graded 
as excellent if the patient was relieved of stiffness and 
aching 20 to 30 minutes after ingesting the tablets and 
if relief continued throughout the day without recur- 
rence of the symptoms. The response was graded as 
good if only mild stiffness or aching persisted 30 to 60 
minutes after taking the medicament, and the response 
was graded as fair if there was only partial relief after 
60 minutes. In general, it can be said that long trials 
with zoxazolamine to determine whether a patient will 
secure relief of muscle spasm are not necessary. If no 
response has been achieved within one or two days, 
there is little chance that prolonging the therapy will 
prove of value. In the event that 250 mg. three or four 
times a day has been ineffective, an increased dose may 
produce the desired result, since individual tolerance of 
a given level of medication cannot be based upon weight 
or size of the individual. 

Forty-one patients had an excellent response and 44 
had a good response, totaling 85% (table 1). Although 
7% claimed some slight benefit, it was not sufficient to 
hasten recovery. The response to therapy was very much 
as would be expected. Patients in whom the greatest 
amount of disability was due to muscle spasm reaped the 
greatest benefit. It is probable, however, that, if the num- 
bers of patients with acute torticollis, post-traumatic 
muscle spasm of the low back, and osteoarthritis of the 
hip were increased, the percentage would be below 
100% in each of these categories. 
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Patients with rheumatoid spondylitis received the best 
over-all relief of muscle spasm, with 15 of 16 (93.7% ) 
patients (table 1) having effective relief of muscle 
spasm. In many instances, even prior to roentgen ther- 
apy, these patients required little or no additional medi- 
cation for relief of pain. In some cases, where flexion de- 
formities of the trunk had existed for years and were 
considered fixed, the posture was improved to the point 
where the patient could not only lie flat on his back on 
a firm surface but also stand erect. 


Report of Cases 


CasE 1.—A 39-year-old schoolteacher had had rheumatoid 
spondylitis for approximately nine years. She had received 
many types of therapy, including extensive physical therapy, as 
well as salicylates, phenylbutazone, gold salts, and steroids. In 
spite of these, her arthritis had slowly but relentlessly progressed. 
She could not lie on her back in bed without flexion of the 
knees to 45 degrees and without two firm pillows under her 
head. X-rays revealed almost complete fusion of the sacro- 
iliac joints, with involvement of the lower lumbar epiphysial 
joints and some ligamentous calcification of the lumbar and 
thoracic spine. Sedimentation rate was 48 mm. in one hour 
corrected. There was a mild hypochromic anemia. She com- 


TABLE 1.—Response to Zoxazolamine Therapy 


Patients 
Benefited 
punctate 
No. of Excel- % 
Disease Patients lent Good Benefited 
Rheumatoid spondylitis ........... 16 8 7 93.7 
eS 34 15 15 88.2 
Cervical root syndrome........... 22 8 11 86.8 
Rheumatoid arthritis, mild........ 18 6 9 83.3 
Torticollis, acute ............. ih 2 2 - 100.0 
Post-traumatie muscle spasm ot 
_ e . eeeeererre 3 1 2 100.0 
Osteoarthritis of hip............... 1 1 oe 100.0 
Rheumatoid arthritis with rheuma- 
Re 3 im a 
Lupus erythematosus disseminatus aa nT a 
100 41 44 


plained bitterly of pain in the lumbar area, recurrent alternating 
sciatica, wandering chest pains, and pain and limitation of 
motion of the neck in all directions. She also experienced easy 
fatigue and depression. After roentgen therapy of 600 r to the 
entire spine, the sharp pain gradually eased, including the 
sciatic, chest, and neck pain; however, very little, if any, im- 
provement was gained in the range of spinal motion or in the 
severe stiffness that was accompanied by mild aching. Within 
two days after therapy with zoxazolamine was instituted, she 
could lie flat in bed with the legs extended and she required only 
one thin pillow under her head. She could stand almost erect 
for short periods but tired rapidly and slumped back into 
her characteristic flexed posture. Rehabilitation exercises for 
strengthening the paravertebral muscles now proved easy to do. 
At the end of one month she had gained considerable strength 
in the postural muscles, tired only late in the af.ernoon, and 
was able to lie flat in bed. 


Thirty patients with localized or general fibrositis re- 
sponded well to zoxazolamine (table 1), gaining good or 
excellent benefit. The time required to relieve the stiff- 
ness after a night in bed was cut in half, and in some 
instances to one-fourth, by use of this drug. It was not 
at all unusual for a patient to voluntarily decrease the 
amount of salicylates previously taken, since aching 
tended to disappear with the stiffness. The relief of these 
symptoms increased the effectiveness of the exercises, 
which rapidly became more successful, and the period 
of recovery shortened. 

Case 2.—A 66-year-old electrician, with the appearance of a 


man 10 years younger, had worked for 20 years as an installation 
man for an industrial fire alarm company by day and as an 
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electrical engineer in an industrial plant at night. He denied 
being overly tired from his dual occupations, Fourteen months 
before seeking consultation, he retired from all work. After four 
months he was so bored that he returned to the installation 
work. Approximately seven months later he was aware of slight 
morning stiffness of the legs, back, and arms. This increased 
gradually, requiring longer and longer periods for “limbering 
up” after arising. He noted the onset of fatigue, a limping gait, 
and difficulty in bending and squeezing his body into tight places 
when working. He finally sought medical care when he was 
unable to extricate himself from an area into which he had 
jammed himself for about 45 minutes to do some wiring and 
from which he had to call for help. He admitted only partial 
relief of symptoms with | gm. of aspirin four times a day. 

Examination revealed a weak grip bilaterally and flabbiness 
of the muscles of the arms and thighs, with moderate para- 
vertebral muscle spasms. Blood, urine, and x-ray examinations 
were negative. A diagnosis of fibrositis, caused by abrupt disuse 
and decreased use of muscles with consequent muscle atrophy, 
was made. Zoxazolamine, 500 mg. four times a day, was pro 
vided. The patient was so pleased with the relief of symptoms 
30 minutes after taking the first dose the following day that 
he called to inquire whether it was really necessary to adhere 
to the prescribed exercise program. One week later, he admitted 
that he continued to feel fatigue before the end of the day but 
felt quite limber and had almost no aching except on first 
awakening in the morning before he took his first dose of 
zoxazolamine. He complained of “lightheadedness” for 10 to 
15 minutes, beginning approximately 20 minutes after each dose 
of zoxazolamine. He was encouraged to tolerate this but to stay 
off of ladders during the time. One month later this symptom 
disappeared, despite therapy with the same dosage. He con- 
tinued on the program for six weeks, at which time he was 
considered recovered and all therapy discontinued 


Of patients with cervical root syndrome, where spasm 
of the paravertebral muscles of the neck increases the 
pressure on the cervical nerve roots, 19 (86.8% ) re- 
sponded very well (table 1). Patients in whom postural 
strain alone was responsible for the train of circumstances 
causing the symptoms had relief of pain and a rapid cor- 
rection of posture. Nine of these individuals, however, 
required Sayre halter traction (intermittent, self-admin- 
istered daily traction). The traction was much more ef- 
fective when the tense cervical muscles were relaxed by 
zoxazolamine. 


Case 3.—A 59-year-old homemaker had had severe dis- 
comfort in the neck, shoulders, and upper arms, as well as 
recurrent occipital headaches, with bouts of dizziness, for 
several years. She had been given a diagnosis of psycho- 
neurosis. X-rays of the cervical spine revealed straightening of 
the normal cervical curve and a decrease in all the intra- 
vertebral spaces. She carried her head thrust far forward and 
complained of sharp discomfort in the neck when she attempted 
to return her neck and head to a normal position. The para- 
vertebral cervical muscles were extremely tense and hard. Sayre 
halter traction was prescribed, and she had a hired girl ad- 
minister it. During the first treatment, the assistant jerked on 
the rope and produced a new acute pain in the neck. Exami- 
nation and x-rays revealed no bone damage. A diagnosis of 
superimposed acute muscle strain was made. Because of the 
high tension state of the patient and her inability to relax the 
cervical muscles, 500 mg. of zoxazolamine, four times a day, 
was prescribed. The patient experienced nausea and dizziness 
with the first dose and was advised to take no more for 24 hours. 
The following day 250 mg. of zoxazolamine was alleged to have 
caused mild transient nausea and dizziness of less than five 
minutes’ duration. She was urged to continue with this dose 
four times a day. By the end of a week, the side-effects no 
longer occurred and muscle relaxation was excellent. Sayre 
halter traction was carried out for six weeks, two times daily, 
with excellent relief of symptoms and concomitant correction 
of posture. 
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The group with rheumatoid arthritis had peripheral 
joint difficulty without spinal involvement. The joint 
lesions, although apparent, were not severe. The sedi- 
mentation rates were elevated. On the other hand, there 
was extensive muscle atrophy, stiffness, and muscle- 
aching, with flexion deformities in some instances. Fifteen 
of 18 patients (83.3% ) experienced effective relief of 
their muscular symptoms (table 1). Rehabilitation ex- 


TaBLeE 2.—Side-Effects with Use of Zoxazolamine 


Therapy Therapy 
Con- Con- 
tinued tinued 


with with Therapy 

No. of Same 50% of Discon- 

Side- No. of Dose, Dose, tinued, 

Effect Effects Patients No. No. No. 

ita cnecaeavanbednes ate 16 12 3 7 
Epigastrie burning........... 6 4 on 2 2 
ee 13 11 4 5 2 
Lightheadedness.............. 5 5 2 3 i 
 icnichiapecasakeus 4 3 2 1 
ECCT TCT 3 1 : 1 
Rat iciineteoan waateewsecs.ee 1 1 1 
Chilis anid 1eVeP......ccccscces 1 1 1 
Overstimulation......... Rises 4 4 2 2 


Burning and tearing of the 
sats vba ine srstaccceedars 1 1 ia we 1 


ot 43 9 21 13 


ercises were accomplished with greater ease, and fatigue 
was appreciably lessened. There was no change in the 
specific lesions or in the sedimentation rate. The ex- 
ceptional 100% response (table 1) achieved in acute 
torticollis and post-traumatic muscle spasm of the low 
back was apparently due to early release of the muscle 
spasm before there was an opportunity for atrophy to 
develop. Normal motion was encouraged, and the dis- 
ability quickly vanished. The duration of therapy in 
these patients was from 3 to 12 days. 


The patient with osteoarthritis of the hip had an early 
case with an extremely limited range of motion. The 
complaint, however, was not of pain with weight-bearing 
but of aching and stiffness in the soft tissues about the 
joint. When zoxazolamine was administered, the range 
of motion rapidly improved and the symptoms were re- 
lieved. Tensing exercises with minimal joint motion 
gradually improved the bulk, strength, and tone of the 
muscles. Therapy with the medicament was discon- 
tinued without recurrence of symptoms. In the complete 
failure categories were (1) three patients whose moder- 
ately active rheumatoid arthritis coexisted with ad- 
vanced spondylitis and (2) one patient with lupus 
erythematosus disseminatus. No benefit was achieved 
with therapy of 14, 14, 18, and 25 days’ duration re- 
spectively. Treatment with zoxazolamine, 500 mg. four 
times a day, has been continued for as long as 217 days 
with no evidence of alteration in hemoglobin levels or 
blood counts. 

Toxic Effects 


There were 54 toxic effects in 43 patients (table 2). 
The most common ones were those associated with the 
gastrointestinal tract and with equilibrium. Of the 43 
patients involved, the side-effects were mild enough to 
permit 9 of the patients to continue on therapy with the 
same dose of zoxazolamine. In each of these the un- 
pleasant symptom gradually disappeared. There were 
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21 patients who tolerated half the previous dose with 
no ill-effect. The 13 instances in which therapy was dis- 
continued included 10 patients who continued to have 
side-effects with 50% of the previous dose. In three ad- 
ditional patients the toxic effects of chills and fever, 
burning and tearing of the eyes, and rash were con- 
sidered severe enough to warrant immediate discontinu- 
ance of therapy with the drug. There were no abnormal 
findings in the blood. 

Table 3 shows the correlation between the dose ad- 
ministered and the incidence of toxic effects. It is quite 
apparent that there were more toxic effects with the 
higher dose. This does not necessarily incriminate the 
larger dose, since more than two-thirds of the patients 
received it. On the other hand, tolerance for 500 mg. 
four times a day and 250 mg. four times a day was found 
in almost equal numbers of patients, 40 and 36 respec- 
tively (table 3). It may be more practical to start therapy 
with 250 mg. four times a day and increase the dosage if 
the desired effect is not achieved. 

It is possible that the use of “engestic”-coated zoxa- 
zolamine tablets, 250 mg., may solve the problem of 
epigastric side-effects. In several instances where we 
have had an opportunity to substitute them for the com- 
pressed tablets, the relief of symptoms has been very 
gratifying. Some of the patients with gastrointestinal 
symptoms were able to control their symptoms by taking 
the medicament with their meals or immediately after 
eating without alteration of dosage. We have been pleased 
with the low incidence of drowsiness in patients treated 
with zoxozolamine as compared to the incidence with 
use of other muscle-relaxant drugs. Slight stimulation is 
often very beneficial in the treatment of rheumatic pa- 
tients. Although excessive stimulation occurred four 
times, cessation of therapy was necessary in only two 
patients, 

TABLE 3.—Tolerance Versus Toxicity 


Toxie Symptoms 





a ee = 
Able to 50% Dose 
Dosage Drug Well Continue Well Unable to 
Schedule Tolerated Same Dose Tolerated Continue 
S00 Ws., GIAic.cccee 34 6 19 ll 
SOO WE, GAG... 60s 17 3 =~ 1 
TD Me CAA. ccc 4 as 2 a 
0 Ge, CAB. ccsce 2 1 oe 1 


We acwseesasess 57 9 21 13 


Summary and Conclusions 


Zoxazolamine (Flexin) in our opinion more nearly 
approaches the ideal striate-muscle-relaxant drug than 
any previously studied and reported. This preliminary 
report of 100 patients indicates an 85% over-all effec- 
tiveness. The toxic reactions for the most part were 
easily controlled in 30 patients; only 13 reactions were 
persistent enough or severe enough to require discon- 
tinuance of therapy. No irreversible side-effects oc- 
curred. Rheumatic diseases with the major disability 
caused by stiffness and aching appear to respond well to 
the drug, permitting the institution of a successful re- 
habilitation exercise program to shorten the duration of 
the fibrositic portion of the disease. 


Ninth Street and Pine (7) (Dr. Smith). 





Vcl. 160, No. 9 


749 


USE OF ZOXAZOLAMINE (FLEXIN) IN CHILDREN WITH 
CEREBRAL PALSY 


PRELIMINARY REPORT 


Edwin H. Abrahamsen, M.D. 


Henry W. Baird III, M.D., Philadelphia 


The need for a therapeutic agent that would provide 
prolonged relaxation of spastic or rigid muscles is gen- 
erally recognized. To date, there has been no available 
drug proved sufficiently safe, effective, or long-acting 
to justify its general use. The following is a preliminary 
report of our experience with zoxazolamine (Flexin), a 
long-acting spinal cord depressant. 


Plan of Study 


Observations were made of two groups of children. 
Zoxazolamine was given to 10 children (group A) who 
had a marked increase in muscular tone of the extremi- 
ties, as demonstrated by passive flexion and increased 
deep tendon reflexes. These children were also severely 
mentally retarded. Administration of zoxazolamine to this 
group served to determine the effective dose for children 
and to indicate what results could be expected. All of the 
28 children in group B also had muscular spasticity. In 
addition, a variety of other conditions was present, either 
singly or in combination. These included abnormal 
movements, orthopedic deformities, mental retardation, 
behavior disorders, convulsive disorders, and growth 
failure. The ages of these 28 patients ranged from 6 
months to 14 years. Five were less than 2 years of age, 
14 were between 2 and 6 years of age, and 9 were more 
than 6 years of age. The mental status of the patients in 
group B ranged from less than 30% of normal to fully 
average. Intelligence was estimated by the develop- 
mental quotient (D. Q.) (the developmental age by 
Gesell standards multiplied by 100 and divided by the 
chronological age) or by the intelligence quotient 
(1. Q.), as measured by the Merrill-Palmer scale or 
Stanford-Binet tests. By such standards nine children 
were considered very severely retarded (less than 30% 
of normal); three severely retarded (between 30 and 
50% of normal); one moderately retarded (between 50 
and 80% of normal); and 5 mildly retarded (above 
80% ). 

In group A, 10 patients were given 50 mg. of zoxa- 
zolamine per kilogram of body weight daily in three or 
four equally divided doses. The dose was increased every 
two to three days until demonstrable muscular relaxa- 
tion or untoward side-effects was observed. In group B, 
which also included some patients of group A, the me- 
dicament was given with meals and the increases in 
dosage were made more gradually. If nausea or vomit- 
ing occurred after relaxation had been attained, 10 mg. 
of chlorpromazine (Thorazine) was also given at meal- 
time. Initial doses of 50 mg. per kilogram daily were 
divided in four equal portions for children less than two 
years of age, and 30 mg. per kilogram were divided in 


¢ In one set of observations on 10 children with 
severe mental retardation, increased tendon re- 
flexes, and resistance to passive motion, the dosage 
of zoxazolamine needed to produce a definite de- 
crease in muscle tone was found to range from 30 
to 140 mg. per kilcgram per day. This dosage 
caused side-effects in eight, with vomiting in three. 
Respiratory depression occurred in one child who 
received 142 mg. per kilogram. 

In a second set of observations on 28 children 
with various psychomotor disorders, including mus- 
cular spasticity, doses of zoxazolamine sufficient to 
decrease the muscular tone significantly were given 
for 10 to 210 days. This caused clinical improvement 
in 15; there was improvement in such functions as 
sitting, crawling, walking, bathing, and dressing. 
The other 13 children showed no functional improve- 
ment despite the reduction in muscular tone. 





four equal portions for older patients. Depending upon 
the child’s clinical condition, the dose was increased 25 
to 50% at intervals of one to two weeks until the desired 
effect was attained or until marked side-effects occurred 
Appraisal of the child’s muscular tone was made inde- 
pendently by a physical therapist and by one of the 
authors. The degree of muscular resistance encountered 
during passive flexion and extension of the extremities 
served as the principal measurement. Changes in sitting 
or standing balance, in walking, or in other voluntary 
motor acts were also recorded. In addition, the parents 
were questioned concerning any changes in the child's 
behavior patterns or physical abilities at home, as well 
as his acceptance of the drug. Several of the older chil- 
dren were questioned directly. 


Results 


Group A.—The dose of zoxazolamine oraliy neces- 
sary to produce a definite decrease in muscle tone in 
these 10 patients varied from 30 to 140 mg. per kilo- 
gram daily. Side-effects occurring in 8 of the 10 children 
in this group were burning taste (two), anorexia (one), 
vomiting (three), marked hypotonia (one), and acrocya- 
nosis (one). 

Group B.—Twenty-eight children with increased mus- 
cular tension received zoxazolamine orally for 10 to 210 
days (see table). In each patient a decrease in muscular 
tone was demonstrable; in 15 there was definite clinical 
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improvement; in 4 there was improved use of an arm 
or leg; in 3 bathing, dressing, and general care were 
facilitated; in 2 there was improved ability in climbing 
stairs; and in 6 the improvement noted was in sitting, 
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crawling, or walking. Although a decrease in muscular 
tone was noted in the remaining 13 patients, no actual 
improvement in functional abilities was noted. The ad- 
ministration of an effective dose of zoxazolamine was 


Results of Treatment with Zoxazolamine in Group B 





Case 


No. 


Spastic hemiplegia 


DB cccicceesivcedtscvveves ° 


ee ethewpeee 


3 11/12 


no 
~ 


_ 
or 
_ 
i) 


4% 


5% 


2% 


bo 


11 11/12 


3% 


% 
11 7/12 


9% 


111/12 


10% 


411/12 


Dose, Orally, 
Effective in 


Producing Total 
Weight, Lb. Relaxation, Days of Degree of 
(Kg.) Mg./Kg./Day Therapy Retardation 
75 (34) 25 128 Moderate 
75 (34) 40 —e = —t—“(ité‘(‘«é‘ Cn . 
44 (20) 50 i er 
40 (18) 54 a 
126 (57) 35 105 Mild 
25 (11) 69 166 Very severe 
33 (15) 68 52 Moderate 
28 (12) 60 182 Very severe 
31 (14) 30 91 Moderate 
27 (12) 62 51 SOecoverve ° 
40 (18) 28 78 Severe 
36 (16) 98 121 Severe 
31 (14) 106 34 Very severe 
22 (10) 50 112 Very severe 
13% (6) 125 130 COC cveecce 
16 (7) 68 52 Very severe 
82 (37) 80 60 Mild 
40 (18) 110 120 Moderate 
29 (13) 78 210 Severe 
18 (8) 62 122 Very severe 
13% (6) 134 119 Very severe 
53 (24) 41 34 Moderate 
69 (31) 64 42 Moderate 
16 (7) 107 136 Very severe 
84 (38) 39 14 Moderate 
36 (16) 125 30 Moderate 
11 (5) 139 121 Very severe 
44 (20) 35 10 Moderate 


Untoward Effects 


Bad taste 
Bad taste 


Anorexia; 
bad taste 


Vomiting 


Anorexia 


Anorexia 


Nausea and 
vomiting 
initially 


Vomiting 
Hypotonia 
initially 
Bad taste 


Anorexia 


Vomiting and 
anorexia 
initially 


Initial dose of 
142 mg./kg. 
produced 
hypotonia and 
respiratory 
depression 


Vomiting 


Anorexia 


eee eeeeee 


Uleer began 
to bleed on 
10th day 


— — = | of 


Comments 


—weeeslC(<Cr 


Walks better ] 
Better hand use 
Better hand use 


Better hand use 


Walks better 
No real benefit but 

quite relaxed | 
No real benefit 


Sitting balance im- 
proved 


No real benefit but 
relaxed 


Crawls better 


Easier to care for 


Good relaxation but 
no real benefit 


Easier to dress 


Better sitting 
balance 


Stands better 


Very relaxed but no 
real improvement 


Marked dystonia; 
relaxation did not 
improve abnormal 
movements 


Improved standing; 
good relaxation 


Postkernicterus; 
good relaxation 
but no real benefit 


Better hand use 


Easier to care for 


Athetosis; too re- 
laxed; no real effect 


Psychosis; good re- 
laxation but no 
real benefit 


Easier to manage; 
then died with acute 
infection—autopsy 
showed pneumonia 


Severe athetosis; 
use of drug discon- 
tinued 8 days be- 
fore death; died 
at home under 
treatment for in- 
fection; autopsy 
showed pneumonia 


Relaxed but no 
benefit 


Rigidity following 
vascular accident; 
good relaxation; 
nursing problem 
somewhat easier; 
use of drug dis- 
continued 6 days 
before death; 
autopsy showed 
bronchopneu- 
monia 


Good relaxation; 
easier to manage; 
better sitting 
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usually followed by muscular relaxation within an hour, 
with the peak effect being reached within two hours and 
waning within four hours. Some degree of muscular re- 
laxation was occasionally seen 24 hours or longer after 
discontinuance of therapy. Side-effects occurred in 15 
patients. These consisted of a burning taste (four), ano- 
rexia (four), vomiting (five), hypotonia (one), and re- 
currence of gastrointestinal bleeding in one child with a 
previously diagnosed duodenal ulcer. Three patients 
have died for causes believed to be other than the ad- 
ministration of zoxazolamine. 


Comment 


The initial observations of the children in group A 
indicate that zoxazolamine produces a significant de- 
crease in muscular tone. This occurs at different dosage 
levels, when the amount given is calculated on the basis 
of body weight. Side-effects occurred in 8 of the 10 chil- 
dren and prevented the continued use of the drug. In the 
second group, in which the dose was increased more 
slowly, a diminution of muscular tone occurred in all 
children but functional improvement was not always 
clear-cut. Presumed improvement as measured by better 
use of an extremity, improved walking, and the like is 
difficult to evaluate. It is often impossible to decide what 
role the attitudes of the child, parent, physical therapist, 
and physician play in clinical improvement. The ap- 
praisal of an increase or decrease in muscular tone is 
also subjective. The clinician learns by experience to dis- 
tinguish involuntary from voluntary resistance while he 
passively flexes and extends an extremity. Various at- 
tempts to represent muscular tone graphically have been 
made. An apparatus for this purpose is currently in use 
in our clinic. It is possible to measure muscle tone in 
young patients and to obtain reproducible results, but 
clinical impression seems to be as good. 


The children who habitually chewed the tablet before 
swallowing it almost always complained that zoxazol- 
amine had a bad taste. This often led to refusal of the 
medicament in any form. The taste may be disguised by 
crushing the tablet and administering it in honey or 
molasses. The aftertaste may be avoided by giving it 
with meals or with any nourishment. Because the liquid 
preparations supplied by the manufacturers were not 
well tolerated, many of the side-effects reported here 
could have been avoided by the use of tablets. Chlor- 
promazine was effective in reducing nausea and vomiting 
in most instances. 


In animals, death from zoxazolamine follows respira- 
tory depression. Marked hypotonia and respiratory de- 
pression were noted in one patient in this series (table, 
case 24) who inadvertently received 142 mg. per kilo- 
gram. These symptoms subsided after supportive meas- 
ures. Urinalyses, peripheral blood counts, and acid-base 
determinations taken at random revealed no abnormali- 
ties in any of the patients studied. Three of the patients 
who received zoxazolamine have died. Two of these 
(cases 25 and 27) received zoxazolamine briefly in an 
effort to facilitate their nursing care. Although there was 
a decrease in muscular tone, there was no change in 
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their downhill course. The other child (case 24) had 
made satisfactory progress with use of the drug but died 
of an acute infection shortly after admission to the hos- 
pital. He had not received zoxazolamine for 24 hours 
prior to admission and had become quite spastic. At the 
time of postmortem examination, no gross changes sug- 
gesting drug toxicity were noted. In each instance bron- 
chopneumonia was believed to be the cause of death; 
its presence was confirmed histologically. Sections of the 
kidneys revealed interstitial calcification in one child 
(case 25), associated with moderate dilatation of the 
cortical tubules. Since severe gastric dilatation was de- 
monstrable at autopsy and since the patient had been 
vomiting for some time prior to death, it seems possible 
that the interstitial calcification may be related to alka- 
losis and not to a direct effect of the drug per se. Dilata- 
tion of the renal tubules without interstitial calcification 
was present in a second infant (case 27) in addition to 
a moderate inflammatory infiltrate in the portal triads of 
the liver. The significance of either of these findings is 
not clear. 

The administration of the so-called tranquilizing drugs 
such as reserpine (Rau-Sed), chlorpromazine, or mep- 
robamate (Miltown) has in our experience appeared to 
produce clinical improvement in some instances of 
neuromuscular disorders (cerebral palsy) in children. 
It would seem possible that the apparent improvement 
in muscular abilities in these children might be second- 
ary to improvement in their behavior patterns. On the 
other hand, it is likely that the improvement in muscular 
abilities after administration of zoxazolamine is the 
result of its direct effect upon muscular tone. Although 
at the moment it would appear that zoxazolamine would 
have advantages over the so-called tranquilizing drugs 
in the management of children with increased muscular 
tension, it is possible that in some instances combina- 
tions of the two types of drugs might provide benefits in 
excess of those achieved with either one alone. It is 
obvious that there is need for considerable clinical ex- 
perience before these drugs, or others similar to them 
that might become available, can be adequately evalu- 
ated. 

Summary 


The administration of zoxazolamine (Flexin) in 28 
children, each of whom had spasticity, produced a de- 
crease of muscular tone on passive flexion in every 
instance. The dose necessary to produce such a decrease 
in muscular tone varied from 30 to 140 mg. per kilo- 
gram of body weight daily. The long-range effectiveness 
of zoxazolamine in improving functional muscular abil- 
ity, in addition to altering muscular tone, is not clear; 
however, the results in 15 of 28 children are encourag- 
ing. Side-effects occurred in 15 of the 28 patients. With 
improved technique of administration, this incidence can 
probably be decreased. Three patients who received 
zoxazolamine died, but none of the deaths seemed re- 
lated to the administration of the drug. No evidence of 
toxicity was found on postmortem examination that 
could be related with certainty to the drug. 
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EFFECT OF ZOXAZOLAMINE (FLEXIN) IN TREATMENT OF SPASTICITY 


PRELIMINARY REPORT 


Manuel Rodriguez-Gomez, M.D., Antonio Valdes-Rodriguez, M.D. 


and 


Arthur L. Drew, M.D., Ann Arbor, Mich. 


Zoxazolamine (Flexin), a new pharmacological agent 
whose major action appears to be that of depressing 
polysynaptic neural transmission,' has been administered 
to 70 patients suffering from increased muscle tone 
caused by a variety of central nervous system abnormal- 
ities. Of these 70 patients, some 35 have been followed 
sufficiently closely and for significant periods of time so 
that a tentative clinical evaluation of the efficacy of 
zoxazolamine seems warranted. This report is primarily 
concerned with clinical observations on the use of zoxa- 
zolamine in spasticity. 

Many muscle relaxants have been developed and tried 
clinically. For the most part their efficacy in ameliorating 
spasticity is limited either by their relative impotence or 
by their extreme brevity of action. Thus, no entirely 
satisfactory pharmacological agent has yet been made 
available for the clinical relief of increased muscle tone 
due to disease of either the pyramidal or extrapyramidal 
system. Spasticity and rigidity continue to be major 
problems for clinical neurologists, physical therapists, 
and others dealing with problems of paraplegia, multiple 
sclerosis, cerebral palsy, paralysis agitans, and allied 
neurological diseases. It should be noted that the follow- 
ing observations deal mainly with the effectiveness of 
zoxazolamine in reducing true spasticity. The problem of 
skeletal muscle spasm has not been investigated by us 
and is to be clearly distinguished from the spasticity of 
upper motor neuron or pyramidal tract origin. 

So-called muscle relaxants, or “lissive” agents,” may 
be more or less accurately divided into two major groups. 
Those whose principal site of action is peripheral are to 
be distinguished from those whose chief activity lies in 
central depression of the nervous system. Peripheral 
neuromuscular blocking agents such as curare, decame- 
thonium, and succinylcholine represent the first type of 
muscle relaxants, while mephenesin (Myanesin) is one 
of the better known of the centrally acting agents. Zoxa- 
zolamine seems to belong to the centrally acting type of 
muscle relaxants and appears to exert a somewhat se- 
lective depressing effect on subcortical and spinal poly- 
synaptic neural pathways. 

Animals receiving zoxazolamine orally or parenterally 
developed a flaccid paralysis of long duration. The ani- 
ma!s remained conscious, lying quietly with loss of the 
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¢ Zoxazolamine was administered to patients with 
spasticity and other forms of uncontrolled muscular 
activity ascribed to disease in either the spinal cord 
or the brain. The expected relaxing effect was best 
seen in patients with lesions in the spinal cord, espe- 
cially multiple sclerosis. Of 18 patients in the spinal 
group, 14 showed undoubted reduction of spasticity. 
This was especially convincing in a paraplegic pa- 
tient whose previously uncontrolled mass flexion 
spasms were markedly reduced. 

The effects on patients with diseases affecting 
the brain, especially paralysis agitans and hemi- 
plegia, were less predictable. In some instances the 
drug made the symptoms worse. In one case of en- 
cephalomyelitis surgery had been contemplated to 
relieve intolerable spasms of the adductors of the 
thigh, but the operation became unnecessary when 
the drug gave relief. 

Further investigation of the effects of zoxazol- 
amine will be necessary in order to explain its action 
and define its range of usefulness. 





righting reflex, and there was no significant effect on 
pulse, blood pressure, or respiration. Intravenously ad- 
ministered zoxazolamine disappears rapidly from the 
plasma of animals, suggesting that its rapid metaboli- 
zation should not produce cumulative effects.° 

In reporting our results it appears useful to divide our 
patients into two groups: those in whom the spasticity 
is due to interruption of the corticospinal pathways at 
spinal cord levels and those in whom the spasticity is 
secondary to disease above the spinal cord. There ap- 
pears to be a distinct and probably significant difference 
in the responses of these two groups when zoxazolamine 
is administered at dosage levels such as were used in this 


study. : ' 
Analysis of Case Material 


Spinal Spasticity—In 18 patients spasticity was due 
to pyramidal tract disease at a segmental spinal level. Of 
these, 10 patients were diagnosed as having multiple 
sclerosis, 6 transverse myelitis, and 2 unclassified de- 
generative spinal cord disease. Fourteen of the 18 pa- 
tients showed undoubted reduction in spasticity. In one 
patient with paraplegia, uncontrolled mass flexion 
spasms were reduced to a minimum by the administra- 
tion of zoxazolamine; this improvement was maintained 
for three weeks after the cessation of therapy. Of the 10 
patients with multiple sclerosis, 3 showed improvement, 
which began two to four days after starting therapy with 
doses ranging from 500 mg. three times a day to 500 mg. 
five times a day. Four patients receiving from 500 mg. 
three times a day to 500 mg. five times a day also showed 
marked improvement in two to four weeks after initia- 
tion of therapy with the drug. In all of these, the im- 
provement was objective. Another patient, whose spas- 
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ticity did not decrease, showed diminished bladder ir- 
ritability. Two patients who received 500 mg. three times 
a day and 500 mg. four times a day showed no improve- 
ment in 18 and 30 days respectively. Of the six patients 
with transverse myelitis, five showed marked improve- 
ment a few days after therapy with zoxazolamine was 
started, in doses ranging from 500 mg. three times a day 
to 500 mg. five times a day. One patient did not im- 
prove after a 27-day trial; this was a case of high cervical 
cord transverse myelitis probably secondary to infection. 

Supraspinal Spasticity—Our experience with zoxa- 
zolamine suggested that spasticity resulting from cortical 
and subcortical disease did not respond to the drug as 
well as spasticity of spinal origin. in fact, one hemiplegic 
patient was definitely more spastic with use of the drug; 
the tone returned to the premedicament level on discon- 
tinuing therapy with zoxazolamine. One patient gained 
no benefit whatsoever from a month’s treatment with 
500 mg. of zoxazolamine three times a day, and another 
with bilateral spasticity secondary to diffuse cerebral 
arteriosclerotic disease failed to show any improvement 
on doses of 500 mg. four times a day. Only three patients 
with cerebral palsy have been studied in this series. The 
results are admittedly inconclusive but of some interest 
and possible significance. One 20-year-old patient re- 
ported and showed on examination equivocal improve- 
ment in muscle tone, but there was marked exaggeration 
of a previous minimal athetosis; this result occurred after 
a three-day trial of 250 mg. three times a day. A high 
school student reported mild subjective improvement in 
spasticity but showed no objective change in muscle 
tone; however, the patient and his family have insisted 
on his continuing therapy with the medicament because 
they feel “his gait is somewhat better.” A third patient, 
a 14-year-old spastic girl with bilateral congenitally dis- 
located hips, suffered from severe adductor spasms. 
Narcotics were ineffective in relieving her pain. The head 
and neck of the right femur were removed surgically, 
and she was simultaneously placed on therapy with 500 
mg. of zoxazolamine three times a day. Pain and spasm 
disappeared, and, despite the fact that use of zoxazol- 
amine was discontinued because of gastric irritation after 
eight days, five weeks later neither pain nor spasm had 
reappeared. In such a case proper evaluation of the rela- 
tive roles of surgery and drug therapy is extremely dif- 
ficult. The result is, however, sufficiently striking to war- 
rant further investigation. 


Paralysis A gitans.—Only three cases of paralysis agi- 
tans have been sufficiently observed to justify reporting. 
In one case both the patient and his wife reported a 
definite increase in the tremor; objective examination 
revealed no real change in tremor and no improvement 
in the accompanying rigidity. In another case the admin- 
istration of zoxazolamine produced no result other than 
drowsiness. In the third case, however, complicated by 
a severe organic psychosis, there was marked reduction 
of rigidity when the patient received no medication ex- 
cept zoxazolamine, 500 mg. three times a day. Within 
three days after use of zoxazolamine was discontinued, 
there was a return to the previous severe rigidity of all 
extremities. A second therapeutic trial with zoxazol- 
amine again resulted, by the end of a week, in marked 
amelioration of rigidity and noticeable improvement in 
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voluntary movement. No appreciable change in the 
tremor was noted at any time while the patient was 
under observation. 

Miscellaneous.—A number of other patients with a 
variety of neurological symptoms were also given a trial 
with zoxazolamine. Three patients with hemispasm fa- 
cialis were treated. One of these, in whom the spasm fol- 
lowed a facial paralysis, showed no benefit on a rather 
short trial of zoxazolamine therapy, which was discon- 
tinued because of the patient’s complaint of dizziness. 
A second patient, in whom the etiology of facial spasm 
is obscure, did report definite subjective improvement 
with use of 500 mg. of zoxazolamine three times 
a day. The improvement was almost immediate, and the 
patient became worse when the therapy was stopped 
after one month. A third patient, with facial spasm sec- 
ondary to a lesion in the brain stem, showed improve- 
ment after receiving 500 mg. of zoxazolamine three times 
a day for one week. One patient with a convulsive dis- 
order, marked by much myoclonic activity, failed to 
respond to a prolonged trial of therapy with zoxazol- 
amine. Another patient with a mixed convulsive disorder 
showed a rather gratifying improvement in the number 
of petit mal seizures when treated with zoxazolamine. 
At the present time, a comprehensive investigation of 
the effect of zoxazolamine on minor seizures is being 
carried out in this clinic. Three cases of lumbosacral root 
irritation accompanied by muscle spasm have also been 
treated with zoxazolamine. Our observations suggest that 
the drug may be of value in pure muscle spasm, and fur- 
ther investigation seems advised. 

It has been found that high doses of zoxazolamine 
may cause gastric irritation, nausea and vomiting, and 
drowsiness. On the other hand, doses ranging from 250 
mg. three times a day to as high as 1,000 mg. four times a 
day have only rarely caused these undesirable side- 
effects. Inasmuch as the perfect muscle relaxant would 
need to be used over long periods of time and would 
need to be used in steady dosage, it seems to be of more 
immediate clinical importance to study the effect of pro- 
longed dosage than the critical effect of a high single 
dose. It should also be stated at the outset that no im- 
portant signs of toxicity were found in blood or urine 
studies in our series of patients. Drowsiness and transient 
dizziness in an occasional patient, together with oc- 
casional mild gastric irritation, were the only undesirable 
side-effects observed in the administration of zoxazol- 
amine. 

Report of Cases 


Case 1.—A 16-year-old youth with a post-traumatic spastic 
paraplegia due to a fracture of the T-5 and T-6 vertebrae had 
severe mass flexion movements on any stimulation. He was 
given zoxazolamine on three occasions. The dosage was at all 
times 500 mg. three times a day. During a period of 20 days 
he received 500 mg. three times a day, with marked reduction 
of his spontaneous mass reflexes. Twenty days after treatment 
was started, the therapy was discontinued but for three weeks 
afterward its effects persisted. During this three weeks the 
spontaneous and induced muscle spasms were virtually absent. 
They began to return during the fourth week, and he was re- 
started on therapy with the drug for another three-week period, 
with similar benefit. Use of zoxazolamine was again discon- 
tinued for a month, and the spasms began to return but not as 
severely as formerly. He has again been restarted on therapy 
with zoxazolamine, 500 mg. three times a day, with the same 
amelioration of symptoms. 
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CasE 2.—A 29-year-old woman, who developed an acute 
encephalomyelitis resulting in bilateral optic atrophy and a 
spastic paraplegia, with a sensory loss to the level of T-10, was 
admitted for the purpose of having a bilateral adductor tenotomy 
or obturator neurotomy to relieve the intense spasm of the 
adductors. She was given a trial of therapy with zoxazolamine, 
500 mg. three times a day for three weeks, at the end of which 
time she was able to straighten her legs. Spontaneous clonus of 
the ankles had decreased considerably, and surgery was no 
longer deemed necessary. 

Case 3.—A 20-year-old woman with multiple sclerosis of five 
years’ duration had extreme spastic paraplegia in flexion. She 
had been treated with a number of muscle-relaxing drugs, with 
no objective or subjective improvement. She was started on 
therapy with zoxazolamine, and the dose was gradually increased 
to 500 mg. five times a day. She reported great subjective im- 
provement in her condition. There was an absence of spontane- 
ous muscle spasm, and the legs could be extended passively and 
would remain in that condition at the end of three days of 
therapy. Her neurogenic bladder disturbance also improved 
considerably. 


Case 4.—A 49-year-old woman with spastic paraplegia due 
to multiple sclerosis had had severe cramps in the legs, hips, 
and back for two months. Two days after treatment with 
zoxazolamine, 500 mg. three times a day, the cramps completely 
disappeared. She reported dizziness on two occasions during 
the five days of treatment with zoxazolamine but was discharged 
without spasm or pain while using the same dosage. No other 
undesirable effect was reported or observed by the medical staff. 
The improvement was maintained for one month, after which 
the medicament was no longer available to her. She became as 
spastic as before within two or three days. 


Case 5.—A 41-year-old man with a diagnosis of angiomatosis 
of the spinal cord had definite spasticity below the level of T-8 
to T-12. Three weeks after exploratory laminectomy, he was 
started on therapy with zoxazolamine, 500 mg. three times a 
day; within one week he reported subjective improvement. The 
dose of zoxazolamine was then increased to 500 mg. four times 
a day; with that dosage, there was definite objective improve- 
ment in his gait, and significantly less spasticity could be detected 
on examination. 


Case 6.—A 39-year-old woman with a transverse myelitis of 
the cervical region probably secondary to infection was started 
on therapy with 500 mg. of zoxazolamine three times a day 
because of her severe spastic paraplegia. At the end of 27 days 
the therapy was discontinued because of her complaint of gastric 
irritation. No definite improvement in her condition could be 
detected either subjectively or objectively. 

Case 7.—A 60-year-old man with very marked spasticity of 
the entire right side suffered from severe clonic contractures 
of the right extremities, Zoxazolamine, in doses of 500 mg. 
three and four times a day over a period of 12 days, had no 
effect on either the spasticity or the abnormal involuntary move- 
ments. Another trial of zoxazolamine, 500 mg. three times a 
day, produced a subjective and objective aggravation of the 
spasticity. On discontinuing use of the medicament, the patient’s 
spasticity returned to its previous level. 


Case 8.—A 32-year-old woman, who had had a subarachnoid 
hemorrhage one year before being seen by us, developed a bi- 
lateral motor deficit, predominantly a left spastic hemiplegia. 
She was given zoxazolamine, 500 mg. three times a day for 
seven days, with no improvement; she was then given the same 
dose four and five times a day for a period of 21 days. Simultane- 
ously, physical therapy was given but improvement was slight. 
Therapy with zoxazolamine was discontinued for four days, and, 
when it was restarted at doses of 1,000 mg. four times a day, 
the patient had nausea and vomiting after the third day. 

Case 9.—A patient with idiopathic paralysis agitans, with 
marked tremor and rigidity, had not responded over a period of 
two years to the use of drugs ordinarily used for paralysis 
agitans. He was placed on therapy with zoxazolamine, 500 mg. 
three times a day, and at the end of one week he requested that 
use of the medicament be discontinued because his tremor was 
markedly worse. There was no objective change in his rigidity, 
and no subjective improvement was reported by the patient. 
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Summary and Conclusions 


Zoxazolamine (Flexin) appears to be a moderately ef- 
fective therapeutic agent in the treatment of spasticity 
due to spinal cord disease. When it was administered 
orally in doses of 250 to 500 mg. three and four times a 
day, 14 of 18 patients with spasticity due to spinal cord 
lesions showed objective improvement of spasticity. The 
effect of zoxazolamine on spasticity of suprasegmental 
origin and on the rigidity of paralysis agitans is less 
definite and less encouraging. Continued investigation 
with larger groups of patients is justified in order to 
evaluate further the clinical effectiveness of the drug as 
well as to elucidate the apparent differences in its action 
on spasticity of spinal and supraspinal origin. Its effect 
on minor seizures also needs further study. 
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Peritoneal Dialysis in Renal Failure——When the conservative 
management of renal failure is no longer effective, the use of 
a dialyzing procedure is frequently beneficial. Primarily, dialy- 
sis is employed to remove accumulated waste products of me- 
tabolism; however, in some cases the removal of excess potassium 
or edema fluid assumes major importance. In this country, the 
work of Fine and associates was instrumental in awakening 
interest in the clinical use of peritoneal dialysis. Grollman and 
co-workers were able to maintain life in bilaterally nephrec- 
tomized dogs for 69 days by means of peritoneal dialysis. Hemo- 
dialysis by one of the several types of artificial kidney is more 
efficient than peritoneal dialysis, but because of the cost and 
requirement of specially trained personnel, it is not practical 
for most hospitals to own and use an artificial kidney. In con- 
trast, peritoneal dialysis is a simple and inexpensive method 
which is suitable for hospitals of any size. Rinsing fluid of 
known composition is introduced into the peritoneal cavity and 
subsequently removed. In the course of this procedure, urea and 
other metabolic waste products diffuse through the peritoneum, 
which serves as a dialyzing membrane, and enter the rinsing 
fluid. In addition, electrolytes pass through the peritoneum and 
tend to equalize differences in concentration between the extra- 
cellular fluid and the rinsing fluid. For example, if a patient’s 
chloride level is low, one may expect it to be near normal at 
the end of the dialysis. The osmolarity of the blood plasma is 
about 310 milliosmols (m-osM.) per liter; therefore, the osmo- 
larity of the rinsing fluid must be greater in order to prevent 
diffusion of water into the systemic circulation and consequent 
hypervolemia. In practice, the rinsing fluid should have approxi- 
mately 400 m-osM. per liter to obviate this danger. To remove 
edema fluid, the osmolarity is increased to 550 m-osM. per liter. 
. . . Continuous dialysis for 15 hours, employing 30 liters of 
rinsing fluid, has been found to be the most satisfactory method. 
No serious complications have been encountered using this 
method. The standard rinsing fluid has been modified from the 
one employed by Skeggs and co-workers. Though the composi- 
tion of this solution may be altered by the clinician, this is sel- 
dom necessary unless it is intended to remove potassium or 
edema fluid. Potassium is not added to the rinsing fluid if hyper- 
kalemia is present. To remove edema fluid, the rinsing fluid is 
augmented with giucose to bring the total osmolarity to 550 
m-osM./1. Experience with colloidal substances such as dextran 
and gelatin is limited and requires further evaluation. .. . 
Peritoneal dialysis with the technic described has been per- 
formed on 7 patients admitted to this hospital during the past 
year. Six of these patients had chronic nephritis of one form 
or another and one had nephrotic syndrome. Two patients with 
acute tubular necrosis seen over the same period were success- 
fully managed by conservative measures. Three of the patients 
dialyzed showed marked clinical improvement which, although 
temporary, lasted from 2 to 6 months. The average amount of 
urea removed in the dialyses performed was 50 gm.—William 
H. Hulet, M.D., A Procedure for Peritoneal Dialysis in the 
Treatment of Renal Failure, American Journal of Clinical 
Pathology, November, 1955. 
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EVALUATION 





OF DRUGS FOR PROTECTION 








AGAINST MOTION SICKNESS 


ABOARD TRANSPORT SHIPS 


REPORT OF STUDY BY ARMY, NAVY, AIR FORCE MOTION SICKNESS TEAM 


Although the older literature is replete with reports 
of drugs effective against motion sickness, controlled 
studies using sufficient subjects were rare prior to World 
War II. During the war, a large number of compounds 
and mixtures were screened objectively for the first time. 
The result of this program can be summarized by stating 
that no single compound or mixture was found superior 
to that of scopolamine hydrobromide. Further testing 
virtually ceased until 1949, when Gay and Carliner re- 
vived interest by their stimulating success with dimenhy- 
drinate (Dramamine).' Subsequent tests have uncovered 
several compounds of about equal effectiveness. 

Since 1950, the Army, Navy, and Air Force have been 
engaged in a cooperative evaluation of the effectiveness 
of various drugs against motion sickness. Soldiers and 
airmen aboard troop transport ships have served as vol- 
unteer subjects during routine transatlantic crossings in 
the late autumn or winter months. Four previous reports 
attest to the utility of this technique.” Over 50 prepara- 
tions have been studied in this fashion, utilizing more 
than 7,000 subjects. From these studies, several drugs 
have emerged that provide significant protection against 
motion sickness. These several compounds include 2- 
benzhydryloxytriethylamine (Parke Davis S-45), 1- 
dimethylamino-2-(2’-benzyl-4’ chlorophenoxy) ethane 
hydrochloride (Lilly 01780 and BL-717), cyclizine 
(Marezine) hydrochloride, dimenhydrinate, diphenhy- 
dramine (Benadryl) hydrochloride, meclizine (Bona- 
mine) hydrochloride, ethopropazine (Parsidol) hydro- 
chloride, phenyl-n-propyl-N-methyl-4-piperidylidene 
methane (Schering 1667), promethazine (Phenergan) hy- 
drochloride, pheniramine (Trimeton) maleate, pyrathia- 
zine (Pyrrolazote) hydrochloride, scopolamine hydro- 
bromide, scopolamine aminoxide (Scopodex) hydrobro- 
mide, N(b-methyl-b-trimethylammoniumethyl) pheno- 
thiazine methyl sulfate (Multergan), and trihexyphenidyl 
(Artane) hydrochloride, as well as various combinations 
of these drugs. Depending upon the severity of the turbu- 
lence encountered, approximately half to two-thirds of 
the persons who would otherwise become sick are pro- 
tected by these drugs.” 


With the relatively small number of subjects taking 
each drug, it was not possible to select a single prepara- 
tion as the most effective. In order to select the most 
effective medicament for military personnel and to fa- 
cilitate procurement, a joint committee for the study of 
motion sickness was established, which consisted of rep- 
resentatives from the Army, Navy, and Air Force. Sev- 
eral compounds such as scopolamine aminoxide, 1667, 
trihexyphenidyl, and S-45 were eliminated from con- 
sideration because of toxicity, unavailability, or an ex- 
tremely close relationship to other drugs included in the 
‘est. Diphenhydramine, meclizine, BL-717, dimenhy- 
drinate, cyclizine, ethopropazine, promethazine, pyra- 
thiazine, scopolamine hydrobromide, and pheniramine 
were selected for evaluation. 





¢ Twenty-six compounds have been compared with 
a placebo as to effectiveness in preventing seasick- 
ness in 16,920 soldiers and airmen crossing the At- 
lantic. The most significant benefit was obtained 
by using 50 gm. of meclizine once or thrice daily, 
50 mg. of cyciizine thrice daily, or 25 mg. prometha- 
zine thrice daily. 


Four other drugs were demonstrated for the first 
time to be effective against seasickness. Earlier re- 
ports of the effectiveness of scopolamine hydro- 
bromide were verified as to single doses, but on 
continued use it gave the most distressing side- 
effects of all the prophylactics used. For continued 
use, meclizine was the most satisfactory. 

Motion sickness was twice as frequent in those 
who had had it before as in those with no previous 
history of it. It was less frequent in the older men, 
in those who had crossed before, and in those quar- 
tered midship. 





Since the results with scopolamine hydrobromide by 
American ** and British * investigators have not been 
entirely consistent, possible differences in composition of 
the drug were suspected. Consequently, both the Brit- 
ish (hyoscine B. P.) and American preparations (scopol- 
amine U. S. P.) were included in the series. In addi- 
tion, a number of other promising compounds were 
subjected to a preliminary screening as far as practicable. 
In this group were vitamins such as racemic calcium 
pantothenate, nicotinamide, pyridoxine, and thiamine; 
antihistamines such as N-benzhydryl-N-m-methylbenzyl- 
piperazine (UCB 158), buclizine ( Vibazine ) hydrochlo- 
ride, beta-diethylaminoethyl phenothiazine-10-carboxy- 
late (Transergan), phenyltoloxamine (Bristamin), and I- 
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methyl-4-amino-N’-phenyl-N’-(2’-thenyl)-piperidine tar- 
trate (Sandostene ); antispasmodics such as benztropine 
(Cogentin) methanesulfonate, scopolamine methobro- 
mide (Pamine bromide ) ; and tranquilizers such as chlor- 
promazine (Thorazine), reserpine (Serpasil), and the 
alseroxylon fraction of Rauwolfia serpentina (Rauwi- 
loid). This was the first study under the triservice spon- 
sorship. It is contemplated that further studies under 
different field conditions will follow. 


Experiments 


The procedure followed closely the one that was de- 
veloped in the previous studies.* Military Sea Transport 
Service ships were utilized during routine crossings be- 
tween New York and Bremerhaven, Germany, during the 
period of Nov. 15, 1954, to April 10, 1955. The ves- 
sels were all of the P-2 transport type, with a full-load 
displacement of 22,379 tons and with identical facilities 
for quartering of the troops. A total of 10 eastward 
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older group since they had completed an overseas tour 
of duty, whereas the eastbound subjects were just be- 
ginning their tour. 

- Distributed with the presailing questionnaire was a 
second, card-sized form with identical number, which 
was retained by the subject for later completion. This 
latter questionnaire was collected after termination of 
the experiment. It reported the compartment and duty 


assignment of the subject, whether nausea or vomiting 


had occurred, and whether any side-effect was experi- 
enced from therapy with the drug. The number on the 
questionnaires identified the drug received, the trip under 
consideration, and the individual subject. Digits were 
printed on the side of the card to record the capsules 
received. 

All subjects were quartered at the same level in eight 
compartments of varying capacity. The distribution of 
drugs was so randomized that, regardless of the size of 
the compartment, equal numbers of subjects received 


TABLE 1.—Effectiveness of Various Drugs 





Ist Trip 2nd Trip 
= A— ee A— en 
No. of Vomiting No. of Vomiting 
Dose Sub- -————-“—>". Sub- -—--~——_—+ 
Compound Mg jects No. % jects No. % 

DE oransgeeetensseunene me &6 1 1.1 78 20 25.6 
Diphenhydramine............ 50 82 res aon 86 3 3.4 
Ee ee ee 50 85 es ms 80 = 
i. drudecerancans ate 50 ; es 
Dis tb.acbewerkennaedens 50 — i inn 
icevahignsawedenawd wear 85 85 - s 72 9 12.5 
Dimenhydrinate............. 100 8&3 1 iB 87 6 6.8 
SS Dk are 0.5 80 5 6.2 73 10 13.6 
CI tiie dae vikceewseees nO 86 1 1.1 81 4 4.9 
> ee 50 a a e os eee 
PI oc cvdvccescnstcesos 50 82 3 3.6 75 19 25.3 
Ethopropazine............++. HO 82 ei abe 81 4 4.9 
PPOUSEIETIMNG.....0. 0 ccecccccs 25 . 1 1.2 80 4 5.0 
PFOMStHAMBS 3...06.0000cccc0e %5 ae ae pad oe eis = 
iy |.” 0 86 2 2.3 &4 8 9.5 
Scopolamine hydrobromide. 05+ 78 3 3.8 76 15 19.7 
PIER cc eiccdnceseses 25 91 1 1.0 80 14 17.5 

1,088 18 16 1,033 116 11.2 








3rd Trip 4th Trip 5th Trip 
— — ae ——__——_ [cei | aan — 
No. of Vomiting No. of Vomiting No. of Vomiting 
Sub- ————~———_ Sub cS «SCOStD- SE 
jects No. % jects No. % jects No. % 
105 20 19.0 143 19 13.2 155 68 43.8 
106 17 16.0 158 10 6.3 146 36 24.6 
106 14 13.2 158 6 3.7 164 33 20.1 
102 23 22.5 nen os hin 
101 9 8.9 152 { 2.6 146 47 32.1 
88 20 22.7 “on — “ ns 
103 18 17.4 158 6 3.7 159 27 16.9 
S4 s 21.4 gee A ron i dilkte 
99 22 22.2 150 7 4.6 295 53 17.9 
49 1 11.1 159 3 1.8 163 36 27.0 
101 22 21.7 154 17 11.0 
88 19 21.5 
92 13 14.1 ove 
1,274 226 17.7 1,232 72 ».8 1,228 300 24.4 





* Once daily. t First dose, 1 mg. t Twice daily. 


and 5 westward crossings were utilized. The westward 
crossings could not be utilized in every case because of 
small troop loads, unavailability of supervisory person- 
nel, or administrative complications. 

As before, only male volunteer subjects were em- 
ployed. After a short indoctrination period, each volun- 
teer completed a numbered questionnaire giving his 
name, age, race, previous susceptibility to motion, and 
sailing experience. These questionnaires were collected 
immediately upon their completion. More than 98% 
of the troops volunteered. Analysis showed that more 
than 85% of the subjects were under 25 years of age. 
On each trip, the age group 20-24 years was larger than 
all other age groups combined. Almost half (47.5% ) 
weighed 150 to 174 Ib. (68 to 78.9 kg.). Approxi- 
mately 40% of the men had experienced motion sick- 
ness before. The chief difference between the east and 
westbound subjects was in the matter of previous sailing 
experience—most of those sailing to Bremerhaven were 
making their first crossing, while practically everyone 
returning to New York had one or more crossings to his 
credit. The returning men also represented a slightly 


therapy with each drug. All medicaments were prepared 
in no. 1 pink capsules to insure identical appearance. 
The first capsule was administered at the first meal prior 
to reaching open water. Each subject presented his card 
and received the capsule indicated by the number given 
him; also, the appropriate meal number on the card was 
punched. The capsule was swallowed immediately, 
under observation. The number of capsules distributed 
on each trip varied from 7 to 11, depending upon the 
severity of the weather. Those persons receiving a medic- 
ament once daily took the capsule with the morning 
meal and received identically appearing placebos at the 
other meals. Similarly, those receiving a medicament 
twice daily obtained the drug at breakfast and dinner, 
with a placebo at noon. In all cases, the first capsule 
given (either before or immediately after sailing) con- 
tained the active compound. 

Immediately upon termination of the experiment, the 
questionnaire cards were completed and collected from 
each subject to determine the time and incidence of sea- 
sickness, as well as any side-effects attributable to the 
drug. In instances where doubt existed concerning the 
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occurrence or time of vomiting, confirmation was ob- 
tained by interview. In those cases where this proved 
impossible or inconclusive, the subject was dropped from 
the series. A total of 16,892 valid records were obtained. 


Results 


Drug Effectiveness.—The effectiveness of each com- 
pound tested during the 15 trips is summarized in tables 
| and 2. Vomiting was used as the sole criterion of sea- 
sickness. As in previous studies, any seasick subject who 
missed the first capsule or the capsule immediately prior 
to the onset of vomiting was not included. Approxi- 
mately 2% of the total (382 persons) were eliminated 
for this reason. No distinction was made between placebo 
or drug. This would tend to make the evaluation of the 
drug more rigorous, since this procedure lowered the 
apparent incidence of vomiting in the control group. 
As is readily apparent, the turbulence encountered, re- 
flected by the incidence of vomiting, varied within broad 
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and one time daily; cyclizine, three times daily and two 
times daily; promethazine, three times daily and two 
times daily; and pheniramine, diphenhydramine, bucli- 
zine, benztropine, dimenhydrinate, Sandostene, ethopro- 
pazine, and UCB 158, three times daily. Four of these 
regimens (50 mg. of meclizine, three times daily and one 
time daily, 50 mg. of cyclizine, three times daily, and 25 
mg. of promethazine, three times daily) by statistical an- 
alysis (table 3) were more effective (p ~ 0.05 or less) 
than the other drug treatments tested. 

The dangers of basing drug effectiveness on a single 
trip or upon small numbers of subjects became evident 
from a study of tables | and 2. On at least one trip, 
the following effective drugs did not differ appreciably 
from the placebo: diphenhydramine, cyclizine, ethopro- 
pazine, and pheniramine. Conversely, certain com- 
pounds that were eventually shown to be ineffective oc- 
casionally gave good apparent protection (BL-717, pyri- 
doxine, thiamine). To select the most effective com- 





6th Trip 7th Trip Sth Trip 


“i a ie Se) eres . : on ; 
No. of Vomiting No. of Vomiting No. of Vomiting 
Sub- - —-~— —~ Sub- -— “~~ - Sub- -— - —~A 
jects No. % jects No. % jects No. % 
152 34 22.3 169 48 25.4 79 25 31.6 
147 6 4.0 173 5 2.8 &) 4 4.7 
156 6 3.8 124 7 5.6 9 5 5.4 
150 5 3.3 169 ~ 4.7 92 5 5.4 
150 9 6.0 106 11 6.6 4 8 8.5 
153 10 6.5 159 9 .6 RD ) . 
rer i“ _— one in a 1 bad 9.8 
154 11 7.1 174 1? 6.8 90 4 4.4 
144 7 4.8 15 13 7.4 Ss . 0 
147 5 3.4 { a) 5.8 
1,353 93 6.8 1,309 108 8.2 879 97 11.0 


Sth Trip loth Trip otal 
No. of Vomiting No. of Vomitins No. of Vorniting 
Sub Sub Sub 
jects No Q jects No a ects No 
173 38 1.9 4 ; 18.5 1 4 LD 
175 10 7 i 4 a0 1°80 rT) 74 
194 . 4.1 127 1 Os 1,24 . 
171 = 14 145 | t.6 4 11 
6 ( 1 
° 1? .4 
158 ( l4l 4 s 1 lt ed 
i! 4 
1G5 10 6.0 LE Be 4 4 ] i " 7 
133 ] ri 
11 TD T 
- ss of 11 
137 1 l 1” 
181 Be }ts H s | 





limits. The first trip was disappointingly calm, and only 
one person (1.1% ) in the placebo group became seasick. 
On a later trip 43.8% of the placebo group was sick. 
For the 15 trips, the over-all average among the placebo 
group was 22.1% and for all subjects, regardless of 
treatment, 10.9%. It is apparent that drugs can only be 
compared when they are employed on the same trips. 
Thus, the incidence of vomiting with use of each drug 
was compared with the incidence in the placebo groups 
on the same trip. A significantly higher incidence of sea- 
sickness was observed on the eastbound trips (22.9% 
versus 19.6% among the placebo group). Whether this 
was the result of more moderate weather, the slightly 
older age level, or the increased sailing experience of 
the subjects on the westbound trip cannot be stated with 
certainty. It seems likely that all of these factors were 
involved. 

The level of significance of each drug’s effectiveness 
compared with the placebo was determined by a chi- 
Square test. The results of this analysis are evident in 
table 3. Fourteen of the drug treatments gave significant 
protection at the 1% level: meclizine, three times daily 


pounds, each of the 14 preparations was compared with 
the compound showing greatest protection on all trips 
on which both had been tested. The results of this com- 
parison are shown in table 3. Meclizine, three times 
daily, was slightly, although not significantiy, superior to 
the same preparation given once daily or to cyclizine 
and promethazine given three times daily. Its superiority 
over promethazine given twice daily and dimenhydrinate 
given three times daily was suggestive, but barely not 
significant (p = 0.05-0.10). All other compounds were 
significantly inferior to meclizine (p < 0.05). 

Side-E ffects.—As has been noted many times before, 
any evaluation of side-effects is extremely diflicult under 
conditions of the test. Many symptoms of motion sick- 
ness and drug effects are the same, so that it is virtually 
impossible to assess the proportion contributed by each 
For example, diphenhydramine and dimenhydrinate, 
commonly acknowledged to produce considerable seda- 
tion in the dosages we employed, were virtually identical 
in their actions with the placebo. It seems likely that 
the lowered incidence of seasickness in these groups 
compensated for the increased sedation of the drugs 
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themselves so that there was no over-all change. The 
incidence of other symptoms of motion sickness, dizzi- 
ness, nervousness, and weakness was consistently re- 
duced by the effective drugs. The most striking increase 
in side-effects was produced by scopolamine hydrobro- 
mide and by the Rauwolfia alkaloids. The incidence of 
dizziness, drowsiness, blurred vision, dry mouth, tired- 
ness, nightmares, skin rash, and tinnitus was higher with 
scopolamine hydrobromide therapy than with any of the 
other 28 groups tested. The incidence of blurred vision 
with use of scopolamine hydrobromide was 34% as 
contrasted with 9.2% for the placebo. Similarly, over 
half of the subjects receiving scopolamine hydrobromide 
(57.8% ) complained of dry mouth, an incidence more 
than three times that of the placebo group (18.7%). 
Reserpine and alseroxylon also were responsible for 
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gling sensation, diarrhea, and trouble in urinating. There 
was no marked difference in the production of side-ef- 
fects among the 14 effective preparations listed in table 
3. There was a significant increase in blurred vision with 
use of benztropine, in dry mouth with use of both benz- 
tropine and ethopropazine, and in drowsiness with use 
of promethazine, benztropine, and ethopropazine. 
History of Motion Sickness.—A close correlation was 
observed between the individual’s reported history of 
motion sickness and his response during this test. Among 
the placebo group only 14.1% with no previous history 
of motion sickness became sick, whereas 29.5% of 
those who had been seasick before succumbed. Very 
susceptible persons, as indicated by a previous history 
of two or more types of motion sickness, had an inci- 
dence of 41.7% sickness—almost three times that of 


TABLE 2.—Effectiveness of Various Drugs Against Seasickness on Westbound Trips 
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a rani 
No.of Vomiting No.of Vomiting No.of Vomiting No.of Vomiting 











Dose, Sub- -———~—,_ Sub- -—— — Sub- ——~——~, Sub- — Sub--——~ — Sub- ——--—~ 

Compound Mg. jects No. / jects No. % jects No. % jects No. % jects No. % jects No. % 

Roth eat tt ann pnd cua “ 72 12 16.6 56 20 35.7 138 24 17.3 90 14 15.5 87 17 19.5 443 87 19.6 
Diphenhydramine.................. nO 70 3 4.2 45 16 85.5 141 10 7.0 90 11 12.2 oe ° eone 346 40 11.6 
PR niiecccctwonsbnces< nese 50 137 1 0.7 92 6 6.5 90 2 $3 319 9 2.8 
rs cate cia ene daw 'eraes 50 we eee = me ee 139 2 1.5 90 5 5.5 96 10 10.4 325 17 5.2 
Phenyltoloxamine................. 85 65 7 10.7 46 14 30.4 ws ind ee ee ‘a ae ne sie one 111 21 18.9 
PE csv ranterecw cart esmenew ae 50 76. 2 2.6 52 4 7.6 142 4 2.8 92 8 8.6 89 4 44 451 22 4.9 
Racemic calcium pantothenate.... 125 74 8 10.8 51 15 29.4 ne és ita a = oa ne a ie 125 23 18.4 
a ccevvwaetegasclvees eens 1.0 8&3 4 4.8 88 8 9.0 93 9 9.6 264 21 8.0 
RE Foo Wendi tne. beet xen wanes 50 “= . ius 4 — 87 14 16.0 87 14 16.1 
PINON S i icnncécneaweasoreneees 200 76 5 6.5 45 13 28.8 8&8 25 28.4 209 43 20.6 
Scopolamine methobromide....... 2.5 71 6 8.4 47 14 29.7 one ee in ee ee on * oa oe 118 20 16.9 
a re 25 we . re “e oe wie 139 8 5.7 ‘s ee nee os _ ike 139 8 5.8 
NG A icodccbebentienecss coun 100 64 5 7.8 45 21 46.6 87 15 17.2 87 26 29.8 283 67 23.6 
I oi go hats eo 3.0 62 8 12.9 50 19 38.0 112 27 24.1 
I i sass gad ode eene er anee ces 0.3% 74 7 9.4 43 18 41.8 owe es eee oe ee _ es ee one 117 25 21.3 
Pt, cnt tbeueuneseacdeden seh nO 75 3 4.0 49 8 16.3 74 4 54 89 9 10.1 93 8 8.6 380 32 8.4 
I oidbn 4s beta yotawawacvedn 15 62 6 9.6 45 18 40.0 86 7 8.1 oe en iain 82 31 37.8 275 62 22.5 
CR TOIONIIG o.oo sic cvcccecccscs 50 oa oc ace 52 17 32.6 87 22 25.2 95 23 24.2 2 62 26.5 
IIL Gc . . nae'xbuicgeesee ecw 20 62 10 16.1 50 12 24.0 eee = on - a a oe ee eee 112 22 19.6 
SA rae nr meee 50 77 4 5.1 50 12 24.0 138 13 9.4 &9 10 us oe ee eee 354 39 11.0 
980 86 8.7 726 221 30.4 1,217 77 6.3 894 108 12.0 987 169 17.1 4,804 661 13.8 

* Once daily. + Twice daily. } First dose, 1 mg. 


TABLE 3.—Treatments in Rank Order of Effectiveness 


Chi- Chi- 

Dose, Square* Square * 

Mg., 3 (Drug Meclizine 

Times No. of Versus Versus 

Drug Daily Subjects Placebo) +t Drug) t P 

errr 50 1,605 180.8 ae = CC (it«C SR 
BECCTBING..6 cece 50t 1,052 134.4 1.11 >0.20 
Promethazine..... 25 1,265 122.0 1.12 >0.20 
te 50 1,294 122.7 1.28 >0.20 
Promethazine...... 258 865 106.6 8.44 0.05-0.1 
DUCHEING. «000060005 5O 587 60.4 3.72 0.05-0.1 
Dimenhydrinate... 100 1,279 106.1 3.79 0.05-0.1 
Ethopropazine..... 5O 788 34.4 4.75 <0.05 
Diphenhydramine.. 50 1,635 124.0 4.84 <0.05 
Benztropine........ 1.0 264 11.4 7.80 <0.01 
Sandostene........ 50 3380 20.8 8.32 <0.01 
i ae 5O 354 10.2 9.29 <0.01 
Cyclizine........... 508 220 7.9 13.90 <0.01 


Pheniramine....... 25 503 13.6 15.35 <0.01 


* Chi-square = 3.84, p = 0.05; chi-square = 6.64, p = 0.01. 

+ P <0.01 in each instance. 

3 Given once daily. 

$ Given twice daily. 
much distress. More than with any other preparation, 
subjects receiving these compounds complained of nerv- 
ousness, sweating, weakness, headache, insomnia, tin- 





4. Holling, H. E.; McArdle, B., and Trotter, W. R.: Prevention of 
Seasickness by Drugs, Lancet 1: 127-129, 1944, 


the resistant group. It is of interest that medication pro- 
tected the very susceptible men as well as the more re- 
sistant ones. With the most effective drugs tested (mecli- 
zine, cyclizine, promethazine), the incidence of sickness 
among the same three groups was 4%, 9.5%, and 
14.6%, respectively, a protection of approximately 65 
to 70% in each case. The following formula was used: 
% vomiting in placebo group —-% vomiting in 
+f-Woitlting te "placebo" group x 100.4 

Sailing Experience.—Individuals making their first 
ocean crossing were considerably more susceptible than 
those with at least one crossing to their credit. Among 
those receiving placebos, 25% of the former group be- 
came sick and only 16.1% of the latter group became 
sick, 

Age.—The decreased susceptibility to seasickness 
with increasing age of the subject has been reported pre- 
viously.** Although the use of drugs tends to obscure the 
relationship, subjects receiving medication and those 
not receiving medication had been included previously 
because of the relatively small number in the latter group. 
In the present study, the large number of subjects tested 


% protection———— 
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permitted consideration of the placebo group alone. The 
results are shown in table 4. This inverse relationship 
between age and susceptibility is highly significant and 
confirms the earlier reports. 

Weight.—A trend toward increasing susceptibility 
with increasing weight was noted among the placebo 
group (table 5). This trend was not at a statistically sig- 
nificant level (p = 0.10-0.20). There was no racial dif- 
ference in susceptibility. 

Position of Men in Ship.—A significantly higher inci- 
dence of sickness was experienced by men quartered fore 
and aft than by those midship (table 6). This has been 
demonstrated before ** and is consistent with the greater 
accelerative changes experienced by the former group. 
The constant movement of the troops throughout the 
ship, however, makes any precise determination difficult. 


TaBLE 4.—Effect of Age on Susceptibility to Seasickness in 
Placebo Group 


No. of 
Age, Yr. Subjects No. Sick Sick, % 
PEE 6600660086 cu0ceeenn sees 402 101 25. 
Bh ck dawendsevhstineveces O47 211 : 


> 
25-2D. ..ccccccccccccccccccsece 155 25 16. 


DUO Bei vn6c0csecessesscsese 62 6 9. 


TaBLE 5.—Effect of Weight on Susceptibility to Seasickness in 
Placebo Group 


No. of 
Weight, Lb. (Kg.) Subjects No. Sick Sick, % 
ee) 14 2 14.3 
pe ee 270 458 17.8 
eS ees 752 179 23.8 
175-199 (79.4-90.3).......ccee08 410 93 22.7 
- |, reer rrr 104 21 20.2 


TaBLE 6.—Relation of Compartment Position to Sickness in 
Placebo Group 


Compart- No. of 
Position ments Subjects No. Sick Sick, % 
a ciara catia eaikis 6,7,8 431 102 23.7 
Mnwerceeeee atte 4,5 537 96 17.9 
i cabci—teceauee we 1,23 427 139 32.6 


Duty.—lIt is generally believed that an individual's 
activity will modify his susceptibility to motion sickness. 
The duties of the troops varied considerably but could 
be divided roughly into none, guard, kitchen duties, 
various sanitation details, and special services (ship’s 
newspaper, chaplain’s assistant, medical helper, etc.). 
There was no difference in the incidence of seasickness 
in these groups. —_— 

The primary objective of this study was to determine 
the most effective agent against motion sickness. Ac- 
tually three compounds, meclizine, cyclizine, and pro- 
methazine, all gave essentially equal protection when 
administered three times daily. Other factors to be 
considered in choosing a preparation include side-effects 
and duration of action. The only significant increase in 
side-effects with any of these compounds as compared to 
the placebo was that of sedation with promethazine. 
Other studies * indicate a strong sedative action with 
promethazine and a less marked effect with either 
cyclizine or meclizine. All three compounds show some- 
what prolonged activity. Cyclizine gave significant, but 
not impressive, protection, when given twice daily. 
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Promethazine gave good protection on a_ twice-daily 
schedule but was inferior to meclizine given once daily. 
In fact, no statistical differentiation could be made be- 
tween meclizine given once or three times daily. Thus, 
the duration of action with meclizine is clearly longer 
than that of the other drugs tested. Consequently, for 
long sea voyages, where it may be necessary to continue 
medication for several days, meclizine seems the drug 
of choice. For shorter sea voyages, and for most air 
travel, prolonged duration of action is less important 
Under these conditions, protection may be needed for 
only a few hours, and a single dose of meclizine, cyclizine, 
or promethazine should be equally effective. 

Four additional compounds were demonstrated for 
the first time to possess significant anti-motion-sickness 
activity: buclizine, benztropine, Sandostene, and UCB 
158. None of these compounds was as effective as cy- 
clizine, promethazine, or meclizine, and only buclizine 
approached their effectiveness. It is interesting to note 
that both buclizine and UCB 158 are piperazine com- 
pounds. Four of the 11 effective compounds (meclizine, 
buclizine, cyclizine, UCB 158) listed in table 3 belong 
to this interesting chemical family. The effectiveness of 
benztropine adds another compound to the growing list 
of substances active against motion sickness and paraly- 
sis agitans (Parkinson’s disease ). 

The virtually identical responses obtained with both 
the American and British sources of scopolamine hydro- 
bromide indicate that there is no essential difference 
between them. It has been demonstrated repeatedly that 
single doses of hyoscine give good protection and that 
the side-effects with even large doses (1 mg.) are not 
severe. In this, we are in complete agreement with 
Glaser.* When hyoscine was used to protect against 
seasickness of long duration, however, we consistently 
found it to be among the most distressing of all pro- 
phylactics used. Relatively large doses and frequent ad- 
ministration are necessary. When 0.75 mg. was given 
three times daily, good protection was afforded, but given 
twice daily it proved ineffective.’ In the present study, 
the administration of 1 mg. for the first dose followed 
by 0.5 mg., three times daily, gave no protection. The 
side-effects in all instances where hyoscine was given 
three times daily were greater than with any other drug 
being tested. Subjects complained of a variety of symp- 
toms already discussed and strongly resisted further 
medication. Glaser ° gave 1 mg. of hyoscine as the first 
dose, followed by 0.5 mg., three times daily, for four 
days. He reported a decline in all symptoms, except 
blurred vision, with continued treatment with hyoscine. 
He concluded that fears of cumulative poisoning are 
unfounded and that side-effects are proportionate to the 
drug’s anti-motion-sickness effectiveness. Our findings 
oppose this contention. In the present study, hyoscine af- 
forded no protection against motion sickness despite 
widespread side-effects. Conversely, strikingly effective 
drugs displayed few side-effects. Thus, the use of hyo- 
scine in protecting against seasickness of long duration is 





5. Noell, W. K.; Chinn, H. I., and Haberer, C. E.: Electroencephalo- 
graphic Evaluation of the Sedative Effects of Antihistamine Drugs, Report 
no. 55-55, Randolph Field, Texas, U. S. A. F. School of Aviation Medi- 
cine, 1955. 

6. Glaser, E. M.: Experiments on Side Effects of Drugs, Brit. J. 
Pharmacol. 8: 187-192, 1953. 
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of little value. This does not preclude usefulness against 
motion sickness of short duration. Large-scale compari- 
son with other drugs is needed to establish this point. 

None of the vitamins tested was of value against sea- 
sickness. This is contrary to the views expressed by 
Benkendorf,* who reported marked relief in a large series 
of seasick individuals when pyridoxine was given by 
mouth or by rectal suppository. It is difficult to reconcile 
this with our opposing results; however, Benkendorf 
studied the therapeutic rather than the prophylactic 
effect of pyridoxine. Further, he cited no criteria for the 
“mild” or “marked” improvement reported after medi- 
cation. The failure of thiamine and nicotinamide was not 
unexpected. Sporadic reports on their use, alone or as 
constituents of more complex mixtures, can be found in 
the literature.* They have generally been tested against 
swing sickness, so that a critical examination of their 
effectiveness against seasickness seemed apropos. Ra- 

-cemic calcium pantothenate had not previously been 
tested to our knowledge. 

Chlorpromazine had already been reported ineffective 
against seasickness.** The versatility of this compound 
in Overcoming other emetic stimuli,’ as well as its effec- 
tiveness against swing sickness *° in the dog demanded 
confirmation of this surprising ineffectiveness. There 
now seems to be no question that chlorpromazine is in- 
deed of little value against seasickness. This affords 
another striking example of the hazards involved in 
extrapolating from one species to another or from one 
form of motion to another. The reserpine alkaloids were 
of no value under the conditions of the test. This affords 
indirect evidence on the minor role of psychic factors 
in seasickness. If fear, apprehension, or anxiety were a 
major component in the onset of motion sickness, reser- 
pine or alseroxylon (or chlorpromazine) would be ex- 
pected to reduce the incidence of sickness. Multergan, 
Transergan, and scopolamine methobromide were all 
ineffective despite their anticholinergic activity. As with 
other ineffective members of this group (methantheline 
bromide, dicyclomine hydrochloride, propantheline bro- 
mide, etc.), the acetylcholine antagonism seems primarily 
peripheral rather than central. 


Summary 


Twenty-six compounds have been tested against sea- 
sickness in soldiers and airmen crossing the North At- 
lantic aboard troop transport ships. A total of 16,920 
subjects completed the experiment. Three compounds, 
cyclizine (Marezine) hydrochloride, meclizine (Bona- 
mine) hydrochloride, and promethazine (Phenergan) 
hydrochloride, were tried at two different dosage levels, 
making a total usage of 29 drugs and a placebo. Four- 
teen of the drug regimens gave significant protection at 
the 1% probability level: meclizine, three times and one 
time daily; cyclizine, three times and two times daily; 
promethazine, three and two times daily; and N-benz- 
hydryl-N-m-methylbenzylpiperazine (UCB 158); benz- 
tropine (Cogentin) methanesulfonate; buclizine (Viba- 
zine) hydrochloride; ethopropazine (Parsidol) hydro- 
chloride; dimenhydrinate (Dramamine); diphenhydra- 
mine (Benadryl) hydrochloride; 1-methyl-4-amino-N’- 
phenyl-N’-(2’-thenyl)-piperidine tartrate (Sandostene) ; 
and pheniramine (Trimeton) maleate three times daily. 
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Of the effective agents, use of 50 mg. of meclizine, 
once or three times daily, 50 mg. of cyclizine, three 
times daily, and 25 mg. of promethazine, three times 
daily, was significantly more effective than use of other 
drug regimens. The following preparations were ineffec- 
tive in the study: alseroxylon (Rauwiloid), racemic cal- 
cium pantothenate, 1-dimethylamino-2-(2’-benzyl-4’ 
chlorophenoxy) ethane hydrochloride (BL-717), 
chlorpromazine (Thorazine), beta-diethylaminoethy| 


_phenothiazine-10-carboxylate (Transergan), scopola- 


mine methobromide (Pamine bromide), hyoscine B. P., 
phenyltoloxamine (Bristamin), pyrathiazine (Pyrrol- 
azote) hydrochloride, pyridoxine, reserpine (Serpasil), 
scopolamine hydrobromide U. S. P., thiamine, and 
N(b-methyl-b-trimethylammoniumethyl) phenothiazine 
methyl sulfate (Multergan). There was no apparent dif- 
ference between British and American varieties of sco- 
polamine hydrobromide. 


Seasickness varied inversely with age. Individuals 
quartered fore and aft were more susceptible than those 
midship. There was no racial predisposition. Heavier 
individuals were slightly, but not significantly, more sus- 
ceptible than their lighter colleagues. No relation could 
be observed between duty aboard ship and susceptibility. 
The highest incidence of side-effects was seen with 
American and British supplies of scopolamine hydro- 
bromide and with the Rauwolfia alkaloids. Among effec- 
tive compounds, benztropine caused a significant increase 
of drowsiness, dry mouth, and blurred vision; ethopropa- 
zine, dry mouth and drowsiness; and promethazine, 
drowsiness. No other effective agent showed a higher 
incidence of any side-effect than did the placebo. 

7. Benkendorf, L.: Uber die Behandlung der Seekrankheit, Deutsche 
med. Wchnschr. 78: 393-395, 1953. 

8. Noble, R. L.: Treatment of Experimental Motion Sickness in 
Humans, Canad. J. Res., Sec. E 23: 10-22, 1946. Smith, P. K.: Effect 
of Various Substances on Swing Sickness, Proc. Soc. Exper. Biol. & Med. 
63 : 209-210, 1946. 

9. Brand, E. D.; Harris, T. D.; Borison, H. L., and Goodman, L. S.: 
The Antiemetic Activity of 10-(7~y-Dimethylaminopropy])-2-Chlorophenothia- 
zine (Chlorpromazine) in Dog and Cat, J. Pharmacol. & Exper. Therap. 
110: 86-92, 1954. 

10. Cook, L., and Toner, J J.: The Antiemetic Action of Chlorproma- 


zine, SKF No. 2601-A (RP-4560), abstracted, J. Pharmacol. & Exper. 
Therap. 110: 12, 1954. 





Breath-Holding in Children.—Breath-holding spells are defined 
as a temporary interruption of respiration at the end of the 
expiratory phase, leading to mild cyanosis, unconsciousness, or 
convulsive seizures of either a tonic or clonic nature. In their 
developmental sequence there is at first crying, then a long, sus- 
tained expiratory cry without a succeeding inspiration; cyanosis 
replaces the previous flushing of the face (although sometimes 
pallor is more marked than cyanosis); then there is a stiffening 
of the limbs, usually in extension, followed by loss of conscious- 
ness, relaxation, inspiration, and, in a short time, recovery. In 
some cases, loss of consciousness is followed by generalized 
clonic movements of the extremities. In nearly all cases, the 
precipitating factor is either injury or frustration and the result- 
ing anger, or a combination of both. The spells are said to be 
an early infantile form of temper tantrum—a primitive expres- 
sion of anger or frustration. Such being the case, it is not 
surprising to find them occurring most frequently in the last half 
of the first year and during the second year of life. They are 
extremely rare beyond the age of 5 years, although there are 
probably no completely accurate figures to be had on this point, 
since many cases never get to a doctor or a clinic, being handled 
by intrafamilial disciplinary means.—Alanson Hinman, M.D.. 
and L. B. Dickey, M.D., Breath-Holding Spells, A. M. A. 
Journal of Diseases of Children, January, 1956. 
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EXOSKELETAL SPLITHOOK PROSTHESES FOR PATIENTS 
WITH TRAUMATIC TETRAPLEGIA 


PRELIMINARY EXPERIENCE WITH THEIR USE FOR UPPER EXTREMITIES 


Roy H. Nyquist, M.D., Long Beach, Calif. 


The ultimate goal of rehabilitation of patients with 
spinal cord injuries is to help them become independent. 
This becomes increasingly difficult in patients with 
spinal cord lesions at high levels and turns into a chal- 
lenging problem with tetraplegic patients. Tendon trans- 
plantations * and exoskeletal prosthetic devices are rec- 
ognized means of approaching the objective of inde- 
pendence. One of the first exoskeletal appliances was 
the Robin-Aids appliance. Encouraged by the working 
of this apparatus, we tried several types of similar split- 
hooks at the Long Beach Veterans Hospital, and the ex- 
perience with them is reported in this paper. 


Present Study 


At the time of writing, 77 tetraplegic patients are be- 
ing treated at this paraplegia center, which has a ca- 
pacity of 209 beds. The distribution of these tetraplegic 
patients according to the level and extent of the lesion is 
presented in table 1. Among these 77 are 13 patients 


TABLE 1.—Distribution of Level and Extent of Lesions of 
Seventy-Seven Tetraplegic Patients 


Neurological Level Complete Incomplete 


BPE Se cesnsddsesedeevessineneesdedaneseeeneet 0 1 
Pe dene$é4ansadasonteacwnedeveksacesueueeses 1 6 
GP se casdecbusteecasneubkesessersvseusine see 30 10 
De cundensdesnersanpeausarresaeenadlbka she 15 6 
BE Sase ei tddes Sbdd Se eh saeonneeedeadedee esa 5 2 
credited ented or sdkaekh eb pevenea bases 1 0 
ED Se Lavacevhidesnaeessidesebenne 32 25 
PE Cidiskitniesshe Ssdkbekieesciiattad 77 


TABLE 2.—Distribution of Level and Extent of Lesions of 
Thirteen Tetraplegic Patients Requiring Feeding 


Neurological Level Complete Incomplete 
SN ah cna es aah seas eaaaeeatibandihitcn 1 1 
SD dekanie tide twietbielsasatameniadkasescies 7 3 
SPE Adi cibienthstGiiicathotharcnebawaseccunee 0 1 
EE cians connanchubekaintetenereae 8 ) 
MEE eckbuinciewatncarssesoeaceeueee eee 13 


who require feeding. The neurological levels of their 
lesions are presented in table 2. Of the 13 patients, 9 
may possibly be benefited by a splithook device in the 
future, while 4 are unsuited because of neurological defi- 
cit. This group of 13 is, therefore, excluded from this 
report. 

Among the remaining 64 tetraplegic patients who do 
not require help for feeding, 40 (or 62% ) were found 
on screening to be in need of and to want a prosthetic 
splithook. Of these 40, 25 (62.5% ) have been selected 
and studied during the trial period of wearing the 
prosthesis. Only one among these 25 patients rejected 
the device. Of the sixty-four patients who are able to 
feed themselves, 24 were not considered for fitting with a 


¢ The splithook prosthesis, usually applied after a 
hand has been amputated, is also useful in many 
cases in which the hand is paralyzed. Out of a group 
of 77 patients with tetraplegia resulting from le- 
sions in the cervical segments of the spinal cord, 
25 were selected for study during a trial period of 
wearing the splithook prosthesis. 

The largest group of patients who benefited by 
this device were those with complete lesions at C-5 
and C-6. In them the residual function in the 
shoulder girdle sufficed to operate the cable harness 
to replace the lateral prehension movement that 
normally exists between the thumb and index finger; 
they also had enough elbow flexion to lift objects 
grasped with the splithook. Only one of the 25 
patients rejected this aid. Of the four models tried, 
each had its advantages under special conditions. 





splithook for the following reasons: 17 had sufficient 
residual function that they did not need to use the 
prosthetic device, 3 had organic deficit that prevented 
the use of the device, and 4 patients rejected it. The larg- 
est group of patients who benefited by use of this 
prosthesis consists of those with complete lesions at 
C-5 and C-6. Table 1 shows that 30 patients had a com- 
plete lesion at C-5 and 15 at C-6. In these patients the 
lateral prehension movement that normally exists be- 
tween the thumb and index finger can be replaced by a 
splithook. These patients have sufficient residual func- 
tion in the shoulder girdle to operate the cable harness 
and satisfactory elbow flexion for lifting objects grasped 
with the splithook. 


Types of Splithooks 


The models used in this study are described in table 3. 
The splithooks are made of aluminum with neoprene 
inserts that permit good gripping because neoprene does 
not absorb grease or oil. The operating mechanism of 
the Dorrance 555 model is simplest; it requires no main- 
tenance, and it has a jaw-opening wide enough for 
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of the University of Southern California Medical School, Los Angeles 

Read before the Section on Physical Medicine and Rehabilitation at 
the 104th Annual Meeting of the American Medical Association, Atlantic 
City, June 9, 1955. 

1. Abramson, A. S., Discussion on tendon transplantations, in Pro- 
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2. Fletcher, M. J.: The Upper-Extremity Prosthetics Armamentarium, 
Artif. Limbs 1: 15-24 (Jan.) 1954. Bechtol, C. O.: The Prosthetics Clinic 
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grasping large glasses. If wrist extensors and elbow 
flexors are not of almost normal strength, the combined 
weight of splithook and attached hand device prevents 
the use of the appliance. For patients with adequate 
strength to manipulate the heavier models, the strong 
grip of the Northrup and Army Prosthetics Research 
Laboratory (APRL) splithooks is preferable. The pre- 
hensile force of the APRL model ranges from the delicate 
pressure necessary to pick up a cigarette without crush- 
ing it to a pressure of 40 Ib. In addition to its weight, 
this splithook requires twice as many movements of the 
shoulder girdle. One movement is required for grasping 
and locking, and a second (meet-the-load) movement is 
required for unlocking. One patient had insufficient 
muscular strength to manipulate any of the adult-sized 
models, but he used the Dorrance child-sized splithook 
successfully. 

The selected splithook must be properly fitted to a 
hand device of stainless steel that is similar to that of the 
Robin-Aids device. Assistive devices will have to be 
fashioned for patients with wrist drop, poor pronation 
and supination, poor elbow flexion, and finger deform- 
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vided that this was compatible with the neuro- 
logical deficit, which may make the reverse neces- 
sary in rare cases. Although it is possible to use 
bilateral splithooks, experimentation has taught us that 
the greatest benefit results from the use of one split- 
hook only. Harnessing both shoulders for bilateral split- 
hooks causes excessive restriction in range of motion of 
both upper extremities, requires a higher degree of skill 
and coordination, and requires that the patient be as- 
sisted in putting on the device, whereas the harness for 
only one splithook allows greater range of motion of the 
upper extremity and can be put on and taken off by the 
patient without assistance. 


Fitting and Use 


Figure 1 shows the harness, which consists of two 
separate loops. For the right-handed hook the cable is 
anchored to the left shoulder or humeral loop. With the 
loop going around the arm over the deltoid as shown, 
movement of the end of the cable is obtained by a com- 
bination of abduction and flexion of the arm at the 
shoulder and abduction of the scapula. The cable hous- 


TABLE 3.—Characteristics of Various Models of Splithooks 





Weight of 
Splithook Plus Width of 
Weight of Jaw 
Hand Device, Opening, 
Type of Splithook Gm. In. 
POPS IINS. BOD. sccsccncdbedesbesawdessbeiperencesens 189 4.12 
Northrup two-load splithook (Northrup-Sierra) 347 2.62 


333 Two settings: 
2.62 and 3 


9 62 


Army Prostheties Research Laboratory 


Dorrance, child-sized 156 


Prehensile Force Shape 
Variable, depends on rubber bands Lyre or canted 
Light load—3.5 Ib.; heavy load—7 Ib. Lyre only 
Variable, from very light grip to 40 Ib. Lyre only 
Variable, rubber bands Lyre or canted 





ities. Proper fitting includes consideration of the length 
and attachment of the cable, its housing, and the harness. 
The selection and fitting require about 16 hours of an ex- 
perienced brace shop team, while the teaching of the use 
in Occupational therapy requires about 40 hours per pa- 
tient. The patient is then able to use a knife, hold a glass 
or cup, and lift objects from the floor. Continuous use 





Fig. 1—A type of harness for the splithook device consisting of two 
separate loops. 


of the device is essential for its efficient application. The 
hand device that holds the splithook must permit the pa- 
tient to slip it on and off with ease. 

Laterality was given attention: that is, right-handed 
patients were fitted with right-handed splithooks and 
left-handed patients with left-handed splithooks, pro- 


ing is fastened to the other loop, which, in the case 
shown, is placed over the trapezius and through the axil- 
lary space so that abduction of the right scapula not only 
stabilizes the cable housing but also lengthens the dis- 
tance between the points where the cable is anchored 
and where the cable housing is fixed. Any active muscle 
or muscle group of sufficient strength can be used as the 
motor. We have covered the cable housing with plastic 
tubing; since the smooth plastic surface has less friction 
across the back than does the corrugated surface of the 
metal housing. We have found that the plastic tubing used 
for intravenous administrations is satisfactory for this 
purpose. In placing the cable, sharp curves and kinking 
should be avoided, as they increase the friction between 
cable and cable housing. 

Another method found useful for right-handed hooks 
is shown in figure 2. The end of the cable is anchored 
to a loop that can be moved by hooking either the thumb 
or palm of the hand into the loop and pushing forward 
with abduction of the scapula and flexion of the trunk 
aided by gravity. The cable housing is attached to a loop, 
which is placed around the left handle of the wheel 
chair. The splithook can be clamped onto this loop near 
the handle when not in use, and then it is not only out 
of the way but it is in a readily available position when 
wanted. A cuff may be used on the right arm in place 
of the right shoulder loop (fig. 3). The cable housing 
is fastened to the cuff. This type of harnessing makes it 
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easier for the patient to operate the splithook. The chief 
disadvantage of the arm cuff is that the patient requires 
assistance in putting on the harness. 

Figure 4 shows how a left-handed splithook can be 
mounted on a hand device for the right hand. This was 
done as an emergency measure while a right-handed 
splithook was being repaired, and, although the tip of the 
movable lever is close to the little finger, no change in 
functional value of the splithook was noted. There are 
narrow slots in the ends of the movable lever and bar to 
which the cable housing is attached, so that the cable and 
cable housing can be removed. This makes it possible to 
change from one type of splithook to another without 
removing the harness and also makes it possible to put 
the harness and cable under a coat if desired and then 
attach the hook; however, wearing the harness and cable 
under a coat has not been found practical. After the split- 
hook is clamped onto the object, the hand device can be 
removed from the hand and the entire mechanism can 
then be used as a handle adaptable for both hands. 

The shape of the hand-holding device can be seen in 
figures 1,3, and 4. The exact size, shape, and contours of 
the device will depend on the size, shape, and deformities 
of the patient’s hand. The leather strap for fastening it 





Fig. 2.—Use of the splithook with end of cable anchored to loop. Note 
that the lever arm for the attachment of the cable is on the movable 
side of the splithook, which is on the thumb side of the hand. The split- 
hook is being used to hold a piece of plastic that is being polished. 


to the hand comes from the palmar surface up over the 
adductor pollicis muscle and the second metacarpal 
bone, and the splithook is positioned between the thumb 
and index finger (fig. 3). The approximate positioning of 
the splithook can be seen in figures 2, 3, and 4. The 
exact positioning will depend on the patient’s hand. 

The splithook has enabled our patients to perform 
tasks such as manipulating car door handles, car door 
food trays in drive-ins, radio dials, dashboard and tele- 
vision control knobs, bench tools of light weight, fishing 
poles, light-weight guns, and similar objects that do not 
have specially adapted handles. Irregularly shaped ob- 
jects can be picked up from the floor. The weight of the 
object that can be picked up depends upon the grip 
strength of the hook and upon the strength of elbow 
flexion. The ability to resume the erect sitting position 
depends chiefly on the previous development of the pos- 
terior shoulder girdle, neck, and back muscles by means 
of progressive resistive exercises. 

A decision was made in 10 of the 25 patients under 
study as to which hook would be most serviceable. Of 
the 10 patients, 4 were found to be best suited for the 
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Dorrance 555, 4 patients for the Northrup, one patient 
for the APRL, and one patient for the Dorrance child 
sized model respectively. In the remaining 15 cases no 
ultimate decision has yet been made, but the Dorrance 
555 splithook will probably be in highest demand. It is 
expected that the Dorrance 555 splithook will be used 





Fig. 3.—Use of a cuff on the right arm in place of the right shoulder 
loop. 


in at least 50% of the cases, the Northrup two-load split- 
hook in 30%, the APRL splithook in 10%, and the 
Dorrance child-sized splithook in about 10%. 

The one patient who rejected the splithook did so be- 
cause of its noncosmetic appearance and the incon- 
venience of putting on and removing the harness. The 
appreciation of these values is a fine point that only the 
patient can decide. Observations to date show that the 
psychological factor is an important one in helping the 
patient to decide on acceptance or rejection of this useful 
appliance. 

Summary 

Twenty-five patients with cervical spinal cord lesions 
were given a trial period with an exoskeletal splithook 
prosthesis. Only one patient of this group rejected it 
Most benefited by the splithook were those patients with 





Fig. 4.—Left-handed splithook mounted on a hand device for the right 
hand. : The knob near the base of the movable lever can be set to put 
the springs on light or heavy load 


complete lesions at C-5 and C-6. The Dorrance 555 
splithook, the Northrup splithook, the Army Prosthetics 
Research Laboratory splithook, and the Dorrance child- 
sized splithook were tried. The Dorrance 555 splithook 
was found to be most suitable for at least 50% of the pa- 
tients, but other models have advantages under special 
conditions. 
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HEPATITIS DUE TO CARBARSONE 
REPORT OF TWO CASES 


Col. Robert S. Nelson (MC), U. S. Army 


Of the numerous arsenical compounds used in treat- 
ing disease, the amebacides are usually conceded to be 
the least toxic, and carbarsone (p-carbamidobenzine- 
arsonic acid) is conceded to be the most innocuous of 
the arsenical amebacides. Large quantities of this prepa- 
ration, alone or in combination with other agents, have 
been used in the past few years with surprisingly few 
reported instances of toxic effect. Most authors caution 
that it should not be used in cases where there is evidence 
of liver disease, but other contraindications seem to be 
lacking. Reactions reported during or after its use have 
usually taken the form of skin reactions, gastrointestinal 
upsets, neuritis, or kidney damage,’ but five instances 
of hepatitis have been described, one of which proved 
to be fatal.* In this case, reported by Epstein ** in 1936, 
the patient was admittedly in poor condition before the 
administration of the drug, and the pathology indicated 
an acute process, with fatty degeneration and small areas 
of hemorrhagic necrosis. Epstein concludes that his pa- 
tient “developed signs of an idiosyncrasy to carbarsone 
within the therapeutic range and died despite with- 
drawal of the drug and active treatment for an arsenical 
exfoliative dermatitis.” Other patients developing hepa- 
titis showed only mild, transitory evidence of liver in- 
volvement. 

The purpose of this paper is to describe two cases of 
hepatitis due to the administration of carbarsone by 
mouth within the therapeutic range and apparently due 
to the direct toxic action of the drug. 


Report of Cases 


Case 1.—A 22-year-old woman was found to have cysts of 
Endamoeba histolytica in her stools on a routine check after 
discovery that her husband had stools positive for ameba. She 
was asymptomatic, and physical examination was normal, but 
she was started on therapy with 0.25 gm. of carbarsone three 
times daily on Aug. 6, 1953. On Aug. 15, after receiving the 
drug for nine days (a total of 6.75 gm.), she developed chills 
and fever, anorexia, and nausea but no vomiting. The use of 
the drug was discontinued, and, on Aug. 16, she noted severe 
right upper quadrant pain and headache. Her temperature 
ranged from 100 to 103 F (37.8 to 39.5 C), with considerable 
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sweating. Symptoms persisted, and on Aug. 17 she was ad- 
mitted to the hospital. On admission she was found to be a 
well-nourished white female, weight 105 Ib. (47.6 kg.), tempera- 
ture 98.6 F (37 C), pulse 82, and blood pressure 100/60 mm. 
Hg. Her scleras appeared slightly icteric, and her liver was 
palpated 2 cm. below the right costal margin on inspiration. It 
was tender, and there was mild voluntary muscle rigidity in this 
region. The remainder of the examination revealed nothing of 
note. She denied use of alcohol in any form and smoked 15 
cigarettes daily. She had had jaundice when she was 11 years 
old, during which time she was in the hospital three weeks, but 
she had noted no subsequent symptoms referable to her liver. 
She had had a normal delivery of one child in January, 1953, 
and the remainder of her history was noncontributory. 


After five days of intensive intravenous medication, the patient 
felt much better and was able to eat well. Her convalescence 
was uneventful, and the liver subsided rapidly to normal size. 
On Aug. 17 the serum bilirubin level was 1.6 mg. and, on 
Aug. 20, 0.8 mg. per 100 cc. total. On Aug. 18, 24 hour cephalin- 
cholesterol flocculation was negative, 48 hour cephalin floc- 
culation 2+, total protein 6.4 gm. per 100 cc., and albumin 
3.1 gm. and globulin 3.3 gm. per 100 cc. Prothrombin times 
were normal; blood cell count showed 5,200 white blood cells 
per cubic millimeter, with a normal differential, hemoglobin 
12 gm. per 100 cc., and red blood cells 3,800,000 per cubic 
millimeter. Following intravenous medication with dextrose on 
this date, urine showed 3+ sugar, but on Aug. 20 urine was 
negative and fasting glucose 83 mg. per 100 cc. On Aug. 26 
thymol turbidity was 1.5 units per 100 cc. and total cholesterol 
229 mg. per 100 cc., with 66% of total cholesterol free esters. 
Urobilinogen was present in the urine on Sept. 3 and 9, and 
sulfobromophthalein retention was 5% on Sept. 8. On Sept. 1 
a needle liver biopsy was uneventfully performed by the trans- 
thoracic route with the Vim-Silverman needle as modified by 
Nelson.* The specimen showed a small infiltrate of lymphocytes 
within the periportal areas that was judged by the pathologist 
to be within normal limits. This judgment was later confirmed 
by the Hepatic Registry of the Armed Forces Institute of 
Pathology. 


The patient was discharged asymptomatic on Sept. 11, 1953. 
On Feb. 15, 1954, a routine check performed in the outpatient 
clinic showed her to be essentially asymptomatic except for 
slight subjective tenderness in the right upper quadrant. Cepha- 
lin-cholesterol flocculation was negative, thymol turbidity 2.0 
units per 100 cc., serum bilirubin level 0.6 mg. per 100 cc. total, 
alkaline phosphatase 4.2 Bodansky units; three purged stools 
were negative for ova and parasites. She was carrying on her 
normal duties without difficulty. 


Case 2.—A 34-year-old male Army officer had occasionally 
noted diarrhea four to five times daily since 1951. In Korea 
in 1951 his diarrhea disappeared, but, on returning to the States 
in 1952, he noted recurrence of loose stools, usually once in 
the morning and once after each meal. These were watery and 
brown in appearance, without blood or mucus. In July, 1953, 
he noted tiredness and increased fatigability and was found 
to have E. histolytica on one stool examination in the outpatient 
clinic. On July 3 the administration of carbarsone, 0.25 gm. 
three times daily after meals, was started. On the second day 
of medication he experienced anorexia, and after seven days 
of medication, during which time he vomited twice, the use 
of the drug was discontinued (total dosage of 5.25 gm.). On 
Aug. 14, three days prior to admission, he noted dark urine 
and generalized malaise but no localized symptoms. On Aug. 16 
his scleras were seen to be slightly icteric, and, on Aug. 17, the 
day of admission, he noted generalized pruritus. There had 
been no change in the color of his stools. In March, 1953, he had 
received one injection of penicillin but had received no other 
medication or injections. He was a moderate social drinker and 
smoked one package of cigarettes daily. The patient's history and 
family history were noncontributory. 


On admission the liver was palpated 2 cm. below the right 
costal margin on deep inspiration and was nontender. There 
was slight icterus of the skin and scleras, and the prostate was 
slightly enlarged, but the remainder of the examination was 
within normal limits. Temperature was normal and remained 
so during hospitalization. Icterus rapidly increased, the serum 
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bilirubin level finally reaching a height of 11.6 mg. per 100 cc. 
on Sept. 9, with total 8.2 and direct 3.4 mg. per 100 cc. These 
proportions of direct to total serum bilirubin varied little during 
gradual subsidence of both values, which reached a total of 0.8 
mg. per 100 cc. on Dec. 2, at which time the sulfobromo- 
phthalein retention was within normal limits. Cephalin-cho- 
lesterol flocculation and thymol turbidity values were taken at 
weekly intervals (15 determinations each) during this period and 
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Fig. 1—Appearance of biopsy specimen in case 2. Low-power view 
Showing portal infiltrates and relatively normal-appearing parenchymal 
cells. 


were consistently normal, the cephalin flocculation on both 24 
and 48 hour determinations being negative and the thymol tur- 
bidity varying between 0.5 and 1.5 units per 100 cc. The total 
serum cholesterol level was 275 mg. per 100 cc. on Aug. 25, 
with esters 70% of total cholesterol, and subsequent cholesterol 
values fluctuated between this height and 179.2 mg. per 100 cc. 
on Nov. 25 (10 determinations). Alkaline phosphatase was 15.0 
Bodansky units on Aug. 25, rose to 20.0 units on Sept. 2, and 
then gradually declined to normal levels during the next three 
months (13 tests). Urine was positive for urobilinogen on Aug. 
18. Blood cell count showed 15,900 white blood cells per cubic 
millimeter on this date, with a normal differential, and 7,300 
on Sept. 23, with norma! differential, one eosinophil being found 
on each of the two counts. Prothrombin time was 90% of nor- 
mal on Aug. 25. A liver biopsy, performed on Aug. 29, was 
said by the pathologist to show slight periportal infiltration 
and pigment within the liver cells, with small patchy areas of 
fibroblast activity. Review by the Fourth Army laboratory 
Stated that it was felt that the periportal inflammation was out- 
side normal limits, and the Armed Forces Institute of Pathol- 
Ogy review stated that one observer felt that the changes might 
represent pericholangitis. There was no evidence of a histologi- 
cal picture resembling viral hepatitis. 

During convalescence a roentgenogram of the gallbladder 
showed normal function without stones. Roentgenograms of the 
upper gastrointestinal tract, barium enema, and chest roent- 
genogram were normal. Pruritus subsided early, the liver size 
gradually became smaller, and the patient went on to a normal 
convalescence, with discharge on Jan. 11, 1954. Since then the 
patient has been able to perform his duties without difficulty. 
There has been no return of symptoms, and stools have been 
negative for amebas. 
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Comment 


During recent years, the recognition of the importance 
of the part played by viral hepatitis (homologous serum 
hepatitis) in jaundice after arsenical medication, espe 
cially that given intravenously, has tended to cast doubt 
upon the possibility that arsenical agents have a direct, 
unaided toxic effect on the liver. Where jaundice develops 
after a fairly long latent period after medication, such 
doubt is especially valid. It has been shown, however 
that damage by arsenicals to the livers of experimental 
animals can be produced in the absence of infection 
Lichtman * concludes that “a direct nonallergic hepato- 
toxic action of arsphenamine, aside from viral potentia- 
tion, cannot be excluded if jaundice supervenes closely 
following the initial dose or doses.”” When the present 
patients were first seen, it was felt that they had viral 
hepatitis independent of the coincident oral administra- 
tion of carbarsone. It was surprising, therefore, to find 
no histological evidence of viral hepatitis in the biopsy 
specimens in either case. Furthermore, liver function de- 
terminations that are generally abnormal in viral hepa- 
titis showed consistently normal values, especially in 
case 2. Thymol turbidity was repeatedly normal in both 
cases, and cephalin-cholesterol flocculation showed a 
2 + 48-hour determination on only one occasion, in case 
1, with no positives on 15 trials in case 2. Cholesterol 





Fig. 2.—Appearance of biopsy specimen in case 2. High-power section 
of area near portal exudate. 


esters were not decreased in either case. White blood 
cell counts showed no lymphocytosis, and there was an 
elevation of the total blood cell count on admission in 
case 2. There was no lymphadenopathy and no sple- 
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nomegaly in either case. On the other hand, there was no 
evidence on admission of tachycardia, fever, pulmonary 
complications, ascites, or edema, symptoms that are fre- 
quently seen in toxic hepatitis.’ The lack of these symp- 
toms, however, probably reflects the relatively mild na- 
ture of both these cases of hepatitis. Only icterus was 
persistent, in case 2, and this patient felt relatively well 
long before serum bilirubin values returned to normal. 
At this point, the first sulfobromophthalein retention 
test was normal. It might be theorized that the specific 
action in this case was the prevention of clearance of bile 
pigments through the hepatic cells, with relatively little 
persistent damage to other functions. 

Histopathology revealed by liver biopsy served to dif- 
ferentiate the damage from that due to viral hepatitis but 
showed no specific features in case 1 and so few in case 2 
that there was no real agreement among the various 
pathologists who viewed the slide (fig. 1 and 2) as to 
whether the changes were significant. There was no evi- 
dence of necrosis. There was no clinical evidence of liver 
damage prior to medication in either case and no history 
of exposure to other toxic agents. Since this same lot of 
carbarsore had been prescribed to numerous other pa- 
tients during a preceding period of several months with- 
out evidence of toxic effect, it must be presumed that 
the toxic reactions in these two cases represent examples 
of individual sensitivity to the drug.* The fact that they 
occurred during actual administration, and not after 
a symptom-free interval, further supports the probabil- 
ity of direct toxic action. 

Carbarsone as an amebacidal agent has shown good 
immediate results in many cases, but relapse after one 
or two courses has been frequent.® Most authors report 
no or slight toxic effects,” and Knight and Tarun * found 
no apparent damage detectable due to therapy in 15 
patients after 10 days’ therapy, as shown by cephalin- 
cholesterol flocculation, hippuric acid excretion, sulfo- 
bromophthalein retention, or icteric index. Reed, Ander- 
son, and others,’ reporting on the use of carbarsone in 
1932, noted no occurrence of hepatitis, although 10 of 
their patients showed indications of liver injury prior to 
treatment. In 1934, however, Anderson and Reed ** re- 
ported one case of hepatitis after the administration of 
5 gm. of carbarsone. Epstein," in reporting his fatal 
case, refers to two others previously reported, both of 
them nonfatal. Mateer, Baltz, and others ** tell of one 
patient having “mild catarrhal jaundice” with recovery 
after two 10-day courses of carbarsone with 0.25 gm. 
given twice daily. Although reactions to the drug have 
been mild in most instances, it is evident that the physi- 
cian should not be too complacent when administering 
any arsenical. It appears obvious that carbarsone should 
not be given in the presence of liver disease, but lack of 
clinical evidence of hepatic damage is no assurance that 
a toxic reaction will not take place. 


Summary 


In two cases the clinical course, laboratory findings, 
and histopathology determined by liver biopsy supported 
the diagnosis of toxic hepatitis after the administration 
of carbarsone as an amebacidal agent. While carbarsone 
would appear to be relatively nontoxic, it is perhaps best 
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not to be too complacent when administering the drug. 
Lack of previous evidence of liver damage is no assur- 
ance that toxic hepatitis will not develop as an individual 
sensitivity without viral infection or other concurrent 
damage. 


4205 Leeland, Houston, Texas. 
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PHELANTIN FOR THE TREATMENT 
OF EPILEPSY 


Douglas T. Davidson Jr., MLD. 
and 
Bernard A. Berman, M.D., Boston 


Physicians who treat convulsive disorders generally 
agree that the most effective and the safest anticonvul- 
sant drugs are phenobarbital and diphenylhydantoin 
(Dilantin) sodium. A synergistic effect is observed when 
these are given together,’ as they frequently are, in the 
ratio of 3 parts diphenylhydantoin and 1 part pheno- 
barbital. The sedative effect of this combination is re- 
duced by addition of a stimulant. Two years ago we 
asked a pharmaceutical concern to make up a prepara- 
tion containing in each capsule 100 mg. of diphenyl- 
hydantoin sodium, 30 mg. of phenobarbital, and 2.5 mg. 
of the stimulant methamphetamine (Desoxyephedrine). 
This combination was later trademarked Phelantin. 


Material and Methods 


We gave Phelantin to 95 epileptic patients for periods 
of from 2 to 14 months, the majority for more than 6 
months. All were treated by one of the physicians of 
the seizure unit, and most of them were seen personally 
by one of us. Each patient’s study included a com- 
plete history, neurological appraisal, and laboratory ex- 
aminations as indicated. Electroencephalographic eval- 
uation was done in every case. Epilepsy had existed for 
from six months to 40 years. Ages varied from 3 to 75 
years, two-thirds of the patients being below the age of 
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20. There were 53 males and 42 females. Grand mal 
convulsions occurred in 84. In 53 they occurred alone, 
and in 19 they were associated with psychomotor spells, 
in 11 with petit mal, and in one with abdominal epilepsy. 
Eleven patients had only psychomotor seizures. 
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Fig. 1.—Proportion of patients who are seizure-free, 


The medicament was supplied in yellow capsules with 
an orange band. The dosage was adjusted to individual 
needs and tolerance. Ten-year-olds tolerated up to 3 
capsules, adults up to 5 capsules, daily. We gave small 
initial doses and increased these at two-to-four-week 
intervals until either seizures were controlled or symp- 
toms of overdosage appeared. - Phelantin was the only 
medicament given in 73% of the cases. All patients kept 
a day-by-day record of seizure frequency and the side- 
effects of medication on a standard report form, which 
we evaluated monthly. In the cases of small children, 
these records were, of course, kept by the parents. 


Our patients were divided into three groups, a “re- 
sistant,” an “untreated,” and a “substituted” group. 
The “resistant” group, 65 patients, had not achieved 
seizure control with the anticonvulsant preparations pre- 
viously employed. The “untreated” patients, numbering 
16, had never received treatment for their seizures. 
The “substituted” group, numbering 14, had had com- 
plete seizure control for periods of six months to two 
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Fig. 2.—Response of specific seizure patterns. 


years on a combination of standard antiepileptic drugs, 
for example, diphenylhydantoin and mephobarbital 
(Mebaral) or diphenylhydantoin, phenobarbital, and 
trimethadione (Tridione). From previous experience we 
felt that the patients in this group would certainly re- 
lapse if their medication was reduced or eliminated, but 
we risked substituting Phelantin for all previous therapy. 
The degree of benefit was designated as complete control 
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of all seizures, more than 50% improvement, and less 
than 50% improvement. (In this study the rating of 
complete control was given when under therapy the 
patient stopped having seizures for a period at least three 
times as long as his best previous remission. ) 


Results 


Of the 95 patients, 48, or about one-half, were seizure- 
free on Phelantin therapy, 8 derived more than 50% 
improvement, and 39, less than 50% improvement. 
Of the 65 patients previously resistant to the standard 
anticonvulsant therapy, 20 enjoyed complete control 
(fig. 1, column 2), 6 received more than 50% benefit, and 
39, less than 50% improvement. Of 16 patients who had 
never been under treatment, 14 were seizure-free (fig. 1, 
column 3), and 2 were more than 50% improved. All 
of the 14 patients controlled previously on other therapy 
continued to be seizure-free when Phelantin was sub- 
stituted (fig. 1, column 4). 

Certain patients had more than a single kind of seizure 
and occasionally derived benefit for only one type. For 
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Fig. 3.—Response of patients with minor seizures to medication. 
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example, grand mal convulsions might be abolished, with 
no improvement noted for psychomotor or petit mal. We 
have therefore broken down the results in terms of num- 
bers of patients helped with respect to specific seizure 
patterns. Of 84 patients with grand mal convulsions, 51 
obtained complete control of their convulsions (fig. 2, 
column 1). Another 6 were improved more than 50%, 
and 27 received less than 50% improvement. Minor 
seizures occurred in 42 patients, and of these only 12 
were seizure-free (fig. 2, column 2). Of those patients 
whose seizures were completely controlled, 80% took 
Phelantin alone. The response of patients with individ- 
ual minor seizures to medication is analyzed in figure 3. 


Side-Effects 


When a patient received more medication than he 
could handle, certain side-effects were noted. These 
were unsteadiness, loss of appetite, irritability, drowsi- 
ness, dizziness, nausea, and diplopia. The first four of 
these effects occasionally appeared in a mild form at the 
onset of therapy and subsided in two or three weeks 
without a reduction of dose. When side-effects lasted 
longer than three weeks, the dose was usually lowered. 
Loss of appetite occurred in 12 patients, and in 5 pa- 
tients this was an isolated complaint. Weight loss was 
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significant in only one case. Hypertrichosis or swelling of 
the gums was noted in a few patients but in no case neces- 
sitated alteration of dosage. Not all of the side-effects 
of Phelantin were undesirable. Of the patients whose 
seizures were completely controlled, one-third reported 
increased alertness and better behavior, and one-fifth 
described more restful sleep. Eleven of the 14 patients 
who substituted Phelantin for their previous anticonvul- 
sant medication noted these welcome side-effects. Simi- 
lar pleasant reactions occurred, surprisingly, in many 
persons whose seizures were not controlled by the test 
medication. 
Comment 


Why is Phelantin often successful in patients whose 
epilepsy has previously been uncontrolled by standard 
anticonvulsants? Our analysis of records of patients 
with resistant cases who had previously received pheno- 
barbital and diphenylhydantoin suggests that their im- 
provement on Phelantin therapy is due usually to an in- 
creased dose of phenobarbital and/or the addition of 
the stimulant-anticonvulsant methamphetamine.” The 
stimulating effect of methamphetamine allows more 
phenobarbital to be taken without sedation. In fact, we 
were impressed by the number of patients who reported 
that they were more alert, felt better, and slept more 
restfully while taking Phelantin. A majority welcomed 
the reduction in the total number of pills per day. In one 
patient we were able to replace three separate prepara- 
tions, totaling 14 capsules, with 4 Phelantin capsules per 
day. A prescription for Phelantin costs the patient ap- 
proximately 30% less than separate prescriptions for 
diphenylhydantoin and phenobarbital in comparable 
dosage. 

Phelantin has the obvious limitations of any fixed 
combination of drugs. Certain patients may require a 
higher or a lower dose of any of its components. The 
physician may be hard pressed to determine which of its 
ingredients is responsible for a rash. We feel that the 
advantages of Phelantin clearly outweigh its limitations. 


Summary 


Phelantin, a capsule combining 100 mg. of diphenyl- 
hydantoin, 30 mg. of phenobarbital, and 2.5 mg. of 
methamphetamine (Desoxyephedrine), was given to 95 
epileptic patients. Forty-eight, or approximately half of 
these, enjoyed complete freedom from seizures, and 
another eight had more than 50% improvement. Thirty- 
nine were less than 50% improved. In 80% of the com- 
pletely controlled cases, the patients took Phelantin 
alone. The drug was more effective against grand mal 
convulsions than minor seizures. It is usually well toler- 
ated, and no serious side-effects have been observed. 
Psychologically, patients benefit by the reduction in the 
number of pills prescribed. The essential ingredients of 
this capsule are less expensive in the form of Phelantin 
than when prescribed separately. 


300 Longwood Ave. (15) (Dr. Davidson). 
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SPECIAL ARTICLE 








This is the second part of a two-part study of news- 
paper medical coverage made during a seven-month 
period in the San Francisco area. Part 1, covering the 
Statistical findings, appeared in the Feb. 25, 1956, issue 
of THE JOURNAL, page 663.—Eb. 


FACTS AND FEELINGS ABOUT NEWSPAPER 
MEDICAL COVERAGE 


2. SUBJECTIVE EVALUATION, EXAMPLES, AND 
PROBLEM OF MEDICAL ETHICS 


Harry A. Wilmer, M.D., Ph.D., Menlo Park, Calif. 


In the early part of this century the medical profession 
did not look with much trust upon the press. Sir Wil- 
liam Osler wrote, “Believe nothing that you see in the 
newspapers—they’ve done more harm to create dis- 
satisfaction than all other agencies. If you see some- 
thing in them that you know is true, begin to doubt it at 
once.” 

Medical Ethics Versus Newspaper Coverage 


In 1847 a code of ethics was adopted by the Ameri- 
can Medical Association in one of its first moves in the 
fight against quackery. It stated that solicitation of pa- 
tients by physicians through publication of advertise- 
ments by whatever name this is called, by institutions, or 
by organizations—whether by circulars, advertisement, 
or personal communication—is unprofessional. In 1917 
it was written into the Principles of Medical Ethics of 
the American Medical Association that it is the duty of 
the physician to educate the public in matters of health 
by the use of every legitimate means possible to carry 
public health to the public. Public mediums of informa- 
tion today include television, radio, and the press, as well 
as speeches and the individual relationship of the doctor 
to his friends and patients. Of these, the press alone 
leaves a printed record allowing for objective evaluation. 
The American Medical Association operates active pub- 
lic and press relations departments. The Principles of 
Medical Ethics have been constantly revised, the last 
published revision being in June, 1955. While the sec- 
tions dealing with advertising and mediums of public 
information cover much larger areas than the press, they 
will be considered only in relation to newspapers in this 
study. Sections 4 and 5 of the Principles of Medical 
Ethics include the following codes: 


Advertising 


Sec. 4.—Solicitation of patients, directly or indirectly, by a 
physician, by groups of physicians or by institutions or organi- 
zations is unethical. ... Among unethical practices are included 
the not always obvious devices of furnishing or inspiring news- 
paper or magazine comments concerning cases in which the 
physician or group or institution has been, or is, concerned. Self 
laudations defy the traditions and lower the moral standard of 
the medical profession; they are an infraction of good taste and 
are disapproved. .. . 
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The Relationship of the Physician to Media 
of Public Information 


Sec. 5.—The medical profession considers it ethical for a 
physician to meet the request of a component or constituent 
medical society to write, act or speak for general readers or 
audiences. On the other hand, it may often happen that the 
representatives of popular news media are the first to perceive 
the adaptability of medical material for presentation to the 
public. In such a situation the physician may be asked to re- 
lease to the public some information, exhibit, drawing or pho- 
tograph. Refusal to release this material may be considered a 
refusal to perform a public service, yet compliance may bring 
the charge of self-seeking or solicitation. 

An ethical physician may provide appropriate information re- 
garding important medical and public health matters which have 
been discussed during open medical meetings or in technical 
papers which have been published, and he may reveal informa- 
tion regarding a patient’s physical condition if the patient gives 
his permission, but he should seek the guidance of appropriate 
officials and designated spokesmen of component or constituent 
medical societies. Spokesmen should be empowered to give 
prompt and authoritative replies and a list should be issued 
which identifies them and discloses the manner in which they 
may be reached. These provisions are made with full knowl- 
edge that the primary responsibility of the physician is the wel- 
fare of his patient but proper observation of these ethical 
provisions by the physician concerned should protect him from 
any charge of self-agrandizement. 

Scientific articles written concerning hospitals, clinics or labo- 
ratories which portray clinical facts and technics and which 
display appropriate illustrations may well have the commend- 
able effect of inspiring public confidence in the procedure de- 
scribed. Articles should be prepared authoritatively and should 
utilize information supplied by the physician or physicians in 
charge with the sanction of appropriate associates. 

When any sort of medical information is released to the public, 
the promise of radical cures or boasting of cures or of extra- 
ordinary skill or success is unethical... . 


Many of the criticisms leveled at medical ethics belong 
properly to the interpretation of them rather than to their 
words or intent. John St. Loe Strachey * states: 


I say without the slightest fear that I may be overstating my 
case that there is no profession which is more exposed to the 
temptation to forget honor, humanity and kindliness than the 
medical profession, and none in which the exploitation of human 
suffering is easier. Yet there is none in which the temptation 
is so triumphantly withstood. Let this be remembered by the 
public when they feel inclined to sneer at medical ethics and 
to speak of them as if they were a code for maintaining selfish- 
ment and enrichment. Medical ethics is the salvation of the pa- 
tient. It is the one thing which stands between him and the 
dangers of exploitation. It is what makes him and his suffering 
hold the dominant part in the dread dramas of pathology. 


J. L. Bach,* director of press relations of the Ameri- 
can Medical Association, points out that the medical 
profession’s attitude toward newspaper reporters has 
changed from definite coolness to warm and friendly co- 
operation, especially since World War I. The simple fact 
is, he says, that most of the misunderstandings arise 
because few physicians know how reporters work or 
what makes them tick. Boles * in 1950 reported that 
medical reporting in general is of a high order and much 
credit belongs to the eminent science writers and the 
National Association of Science Writers: 


Today the physician may feel safe in the confidence of the re- 
porter and can feel assured that interviews and releases will be 
reported accurately. Also, that care will be taken to include 
reference to any qualification or limitation he has expressed 
concerning his investigations. He should appreciate, however, 
that his story must be presented in a manner that will arouse 
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the curiosity and hold the interest of the reader. Facility in doing 
this is a measure of the editor's ability. Physicians should also 
remember that newspaper reporters and science writers have a 
flair for dramatizing and glamorizing the news. Some possess 
the flair more than others; all the good writers have some of 
it, or they wouldn't be good. 


The director of the Harvard News Service, cited by 
Bach, wrote that most of the time newspapers do get 
things right, that one man’s point in another man’s is- 
sue, and that occasionally someone is misquoted, but 
often the real trouble is surprise at the naked look of the 
spoken word in print. Many newspapermen feel that 
the physicians are in effect gagged by the Code of Ethics 
and that the freedom of the press is interfered with by 
the rules of professional conduct therein defined. There 
is nothing in the code prohibiting the use of a physician's 
name in a newspaper, except that he should not inspire 
articles, seek self-laudation, or directly or indirectly so- 
licit patients. Matters of definition rather than essence 
are involved. The problem confronting the physician 
cooperating with the press is clearly appreciated in the 
Code of Ethics, where it is stated that refusal to release 
certain material may be considered refusal to perform 
a public service; yet compliance may bring on the charge 
of self-seeking or solicitation. It is pointed out that 
he should seek the guidance of appropriate officials and 
designated spokesmen. Now it is obvious that how such 
guiding principles are implemented is as good or as bad 
as the guidance received. No matter how ethical a physi- 
cian’s conduct with the press, if his name appears in the 
papers he is likely to be criticized by certain colleagues, 
such criticism rising from their personal motives, which 
are beyond the scope of this discussion. 

The increasing use of public-speaking bureaus under 
the aegis of a medical society, the extensive adoption of 
codes such as the Colorado State Medical Society code, 
the establishment of active public relations committees, 
and the growing sense of trust and confidence between 
physician and press will in time change much of the 
interpretation of the Principles of Ethics on a local level. 
All state codes should be developed cooperatively be- 
tween the press and the medical society, but never by the 
medical society alone.* In addresses to the medical pro- 
fession, newspaper editors have often considered the 
ethics archaic and have said, “You must re-evaluate 
your horse-and-buggy notions about what is ethical and 
what is unethical in publicity” *; “The medical profession 
cannot afford to sit back and rest on its high code of 
ethics” *; and “I hardly need tell you that I represent a 
profession and industry that to you men apparently bears 
the label ‘unclean,’ for your code of ethics, inscrutable 
to me, has placed a quarantine against newspapers, in so 
far as mention of you individuals is concerned.” ‘ 
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There can be little doubt but that the reticence of phy- 
sicians to allow their names to be used in the newspapers 
is a source of resentment to many newspapermen. One 
editor put it this way: “Some think it unethical per se 
for their names to appear in print in connection with their 
profession. It has been for many years an unfortunate 
failing. It is today a bit ridiculous.” * While there seems 
no doubt in my mind that physicians carry their 
anonymity in regard to the press too far, the answer by 
no means is to be found exclusively in the Code of Ethics. 
Many doctors do not wish to be the butt of colleagues’ 
jokes about “their recent advertisement,” however un- 
justified this might be. Many physicians, who in each 
day’s work perform tasks that would be of considerable 
interest to the public, prefer to work quietly at their task, 
satisfied that their practice should be unrelated to news- 
paper publicity. The remedy of a too strict observance of 
the “no names” attitude is not its opposite—the use of 
names without limitation or restriction—but less rigid- 
ity; it is not the press that should decide these matters in 
the majority of instances but the medical societies. Be- 
cause a newspaper wants to print a story and use a doc- 
tor’s name and is refused, this is not a restriction of 
liberty of the press. As Bach * said: 

The freedom of the newspapers is guaranteed under the Con- 
stitution of the United States and all of the State constitutions. 
Under such guarantee the press stands by common consent first 
among organs of public opinion. A reporter’s job is to report 
news accurately and impartially, and if he is working on a medi- 
cal story, for example, he naturally turns to the doctor for the 
facts. The choice is not between publicity and no publicity, rather 
it is the choice between authentic news reports on the one hand 


and “black market” publicity of questionable accuracy on the 
others. 


Newspapers can publish any article they choose, even 
use any names they wish, but if they disregard the wishes 
of the medical profession they risk the hostility and re- 
sentment of physicians, who would then be unlikely to 
cooperate. It is because they need the physicians’ co- 
operation to write good authoritative articles that they 
adhere to the limitations imposed by the profession. 
They would prefer a few good articles to many mediocre 
ones. Newspapers are not prone to compromise with 
their liberties, and I doubt if they would long survive if 
they did, and the issue of liberty is not a real one. Often 
newsmen regard medical societies unrealistically. Sir 
William Osler wrote: 


No class of men needs friction so much as physicians; no class 
gets less. The daily round of a busy practitioner tends to de- 
velop an egoism of a most intense kind, to which there is no 
antidote. The few set-backs are forgotten, the mistakes are often 
buried, and 10 years of successful work tend to make a man 
touchy, dogmatic, intolerant of correction, and abominably 
self-centered. To this mental attitude the medical society is the 
best corrective, and a man misses a good part of his education 
who does not get knocked about a bit by his colleagues in dis- 
cussions and criticisms. 
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One of the main sources of friction in doctor-press re- 
lations is a confusion in the physician’s mind between 
concepts of news and advertising. Spencer * wrote: 
Thus, we [editors] consider that the development of new methods 
of treating disease, or of preventing it, is news. And we feel 
that the public is entitled to know who makes these contribu- 
tions. So, as we see it, the names and pictures of doctors are 
logical parts of the story. Neither we nor our readers regard 
the printing of such details as advertising. The story simply 
would be incomplete without them. . . . It’s difficult for us editors 
to see anything immoral in printing a physician’s name or pic- 
ture along with an accurate account of his views or accomplish- 
ments. .. . Possibly what is needed is greater trust not between 
doctors and reporters, but among the doctors themselves. 


Alton Blakeslee,’ speaking for the science writers, 
made an appeal for use of names in news stories when- 
ever possible, not only to make the news more authorita- 
tive but also to make it more credible. He concluded his 
article quite properly with the following statement: “If 
we in the press side are wrong in some attitude or ap- 
proach, we should yield; but if you are wrong, you should 
yield. I think it is time for an end to foolish talk about 
high-minded ethics. Our ethics coincide. If there are 
problems, it is only because someone or both of us are 
not really applying our ethics to the goal of best serving 
the American people.” The managing editor of the Mil- 
waukee Journal had this to say: “To be frank, your re- 
fusal to give facts or to comment on medical matters 
sometimes does result in less competent men in your 
profession giving out things that you don’t like, pos- 
sibly even harmful things, for such men are very likely 
to be available and to be willing to talk. Is the press 
entirely to blame for resorting sometimes to that source 
if the preferred source is in the throes of ethical 
tetanus?” *° 


Use of Physicians’ Names in News Articles 


Shortly after I began practice I was called in consulta- 
tion to see a famous football player who had suffered a 
head injury a few days before one of the major charity 
football games in the country. The injury was headline 
news. It was my opinion that the player had not received 
a serious injury (as the papers had indicated) and that 
he would be able to play in the major game. I declined 
to permit my name to be mentioned as the neurological 
consultant, though there would have been no objection 
by the medical society. I had rendered an opinion to a 
patient and to his family, which at that time included his 
coach. Because of the unusual circumstances it might 
have been argued that I did, in fact, render an opinion 
to the public. But in my view, this is spurious. There 
were a number of possibilities that might have ensued 
from a story with my name. First, since I was just be- 
ginning practice it would have established my name as an 
important neurological consultant, in the view of the 
press, but by the same token it might also have jeopar- 
dized a reputation. For example, if the player had re- 
ceived a second head injury or suffered any disabling in- 
jury in the normal course of play, it might have ap- 
peared that my initial opinion was erroneous. Whatever 
might have occurred would have borne some reflection 
upon my opinion. The fact that he played the best game 
of his career and literally led his team to victory and 
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himself to a bid by a professional team was gratifying. My 
opinion to him was a judgment, but my name in the press 
would have been a gamble. I cite this instance only to 
show that physicians often decline use of their names not 
because of ethical problems but because they often 
perform their workaday function better without the 
anxiety or consequences inherent in publicity. 

If physicians’ names were to be used without restric- 
tion in medical news, they would appear in notices of a 
patient’s death, or when a patient was brought to a hos- 
pital in a critical emergency and died soon thereafter, or 
died on the operating table or as a result of a chance 
toxic effect of an administered drug. A physician’s repu- 
tation may thereby suffer unjustifiably if he appears in 
the press too often associated with the names of people 
who have died. The newspapers examined in this sur- 
vey rarely used the name of a physician unless the patient 
was a prominent person, and even then infrequently. 

An individual physician or a medical organization may 
seek publicity in granting interviews and in releasing re- 
search data that have not reached the stage of being 
published in medical journals or presented at meetings. 
However, the reputable physician may speak to his col- 
leagues at meetings about research in progress and pro- 
tect himself and his fellow workers from criticism lest the 
final results invalidate the initial speculations. In these 
instances it is to his own and the public’s good that pre- 
mature concepts do not reach the public press. When 
the physician is in a position where he is uncertain, his 
best protection is the guidance of the medical society’s 
secretary or public relations committee, or a press rela- 
tions committee set up by the organization before which 
he is speaking. 

There are many other forms of advertising besides 
newspaper articles; some are inherent in our social form 
of life (viz., a physician may be president of a service 
club) that cannot be criticized, but there are other less 
obvious ways in which reputations are built or other 
physicians’ reputations are harmed that are beyond the 
purview of this paper. “The wisdom of professional 
ethics prohibiting advertising is plainly justified as ex- 
hibited by the character of such professional advertising 
as has appeared.” + Medical advertising is not a pretty 
picture. Newspapers often do not exhibit good judgment 
in the general run of medical advertisements of the testi- 
monial type published. If advertising is permitted in 
the newspapers it will indeed be a difficult problem for 
medical societies to decide how much, how often, and 
what content is permissible. Might we not face the 
spectacle of those with the greatest financial resources 
utilizing the best advertising agencies, resulting in com- 
petitive advertising, to the detriment of medicine? Writ- 
ing of professional conduct in England, Carr-Saunders 
and Wilson ** state: 


In business advertisement is regarded as a legitimate competitive 
weapon; its use is widespread and increasing, and there is no 
objection to it on ethical grounds. In the great majority of the 
professions, on the other hand, it is strongly condemned. The 
condemnation has reference, not te specific acts, but to the cir- 
cumstances in which they are performed; and “there are many 
things innocent in themselves,” states the British Medical Asso- 
ciation, “which, by the manner and frequency of their doing, 
gravely contravene the principle that professional men should 
not advertise.” The refinements of this offense have been more 
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fully worked out in the medical profession than elsewhere; and 
advertisement is declared to be objectionable only when it is 
employed by a practitioner “for the purpose of obtaining patients 
or promoting his own professional advantage.” 


Selected News Items 


The following items are selected from a survey deal- 
ing with 1,260 newspaper clippings from 89 newspapers 
during a seven-month period in 1954 in the San Fran- 
cisco area. They are not chosen as characteristic exam- 
ples but merely to illustrate specific problems. 

Headlines constitute one of the most important as- 
pects of news stories. Unfortunately the men who write 
the news rarely write the headlines. Headlines are, in 
effect, advertising to sell an article to the reader, or fail- 
ing that, to give him the “highlight” of the story. But 
the headline writer may choose as the highlight a part of 
the story not considered the highlight by the writer him- 
self or by the source of the piece. Often a medical man is 
astonished to see what portion of a talk or paper is con- 
sidered news. The headlines may imply not so much 
what a story is about as an editorial attitude about a 
story. One San Francisco newspaper, with an exclusive 
story on alleged brutalities in the psychiatric ward of San 
Quentin prison, issued a series of reform-type articles. 
After the investigation, which found inconclusive evi- 
dence of brutality and recommended a second, more 
comprehensive review, a competing newspaper head- 
lined its article “No Evidence Is Found of Quentin 
Brutality,” while the initiating paper retorted with an 
article headed “Insufficient Evidence Is Not the Same as 
No Evidence.” This is the only example I have in the 
data in which it might be argued that public welfare was 
given a secondary role to medical reporting. The paper 
that originated this news story had done a com- 
mendable job of reporting, while a competing paper had 
belittled the story in a questionable fashion. In one in- 
stance where some rats infected with plague were found, 
straight reporting headlines “%-in. high read “Rats with 
Infected Fleas Seen.” A second paper with the same size 
headline featured the interpretation “No Bubonic Dan- 
ger from Diseased Rats,” while a third newspaper, with 
a misleading but eye-catching headline four times as 
large read “Threat of Plague in Colma Is Slight.” 

Another bold headline read “Too Much Bosom Wor- 
ship.” This was a report of a speech given at a national 
meeting. The sensational headline was perhaps not al- 
together the responsibility of the press, for the obstetri- 
cian-gynecologist was quoted in his own attitude toward 
the press when he spoke of “accelerated sex trends con- 
tingent upon Hollywood influences and the insane em- 
phasis by modern advertising and the press upon this 
semi-respectable (sic) sex appendage.” Another article 
dealing with a psychiatric paper bore the headline 
“Psychiatrist Blames Parents,” which was not what the 
paper stated. 

As the editor of the Johnstown Democrat once com- 
mented: “As I pointed out earlier, you fellows hide 
too much of your light under the bushel. . . . What about 
that remarkably skillful eye operation one of your sur- 
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geons performed in a local hospital last week?” * Years 
later a dramatic example of sensational publicity on an 
eye operation appeared in the Christmas eve issue of a 
San Francisco paper with a 1.5 in. bold front-page 
banner “Yule ‘Miracle’ a Gift of Sight,” and a subhead 
ran: “Joy in Oakland—Corneal Transplant Is Success.” 
Approximately one-quarter of the front page was de- 
voted to this story. The total space allowed was 89 in. 
It was written in the sensational and sentimental manner 
characterizing many human-interest stories. The uni- 
versity hospital in which the operation was performed 
was mentioned, but the doctor’s name was omitted. 
There is reason to believe that the newspaper would have 
preferred to use the physician’s name. This story, in my 
opinion, exemplifies the wisdom of withholding the phy- 
sician’s name under certain circumstances. Had the 
operation been done on the King of Siam, a reasonable 
argument might be, and indeed was, made '* by the medi- 
cal society that it was not only unwise but impossible to 
withhold the physician’s name. An editor might argue 
that “the common man” would equally justify such use, 
but there are no reasons for believing this. 

Of the 1,260 articles in this survey, only 3 were longer 
than the report of this surgical “miracle.” These were 
feature stories on cancer, mental health, and poliomye- 
litis. Operations such as were described are not infre- 
quent; what made this one news in the eyes of the editor 
was the fact that the bandages were removed on Christ- 
mas eve. To use the physician’s name in such prominent 
display many times the type size of reports of the Nobel 
prize awards is not only to give disproportionate acclaim 
but actually to give the newspapers the power to bring 
notoriety and fame to such doctors as will cooperate 
and in such select instances as the newspapers feel will 
sell more papers. It cannot be contended from this story 
that the public was deprived of up-to-date knowledge 
about surgery, and the university hospital designation 
lends weight; but “there can be little doubt that if medi- 
cal men were permitted wide latitude, ‘the publicity 
which would attach to their names would bring to some 
of them an extensive practice not necessarily related to 
their skill and proficiency in diagnosis and treatment.’ ” ** 
One editor wrote: “Frankly I doubt if fear of inaccuracy 
is your major deterrent. I fancy that the real crux of the 
situation lies in the ethics of medicine.”® Le Sage,'* 
studying the social influence of medical news in Canada, 
concluded that the press has been firm and disinterested 
in its attitude regarding medical problems and that it has 
pursued an essentially humanitarian end. A number of 
other authors have discussed journalism and medicine."* 


Malpractice Articles.—In the malpractice articles in 
no instance was the doctor’s name in the headline, but 
one newspaper carried a | in. banner across the front 
page of a small-town paper: “Come Back, Dr. 
Petitions Beg” with the secondary headline “Doctor 
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Hints He Might.” It is the policy of the San Mateo 
County Medical Society to issue a statement to the press 
in every initial malpractice article. The newspapers have 
invariably reported the society’s statement in the first 
story. Approximately one-half of the space in these mal- 
practice articles was devoted to comments by the med- 
ical society. In general it was felt that the physicians were 
somewhat protected by the newspapers in the malprac- 
tice articles in this study. In general, the reservoir of 
public confidence in physicians is strongly reflected in 
the press, and the physicians are given favorable treat- 
ment. As malpractice is always alleged unless otherwise 
judged by the courts, the following case is worth noting. 


A spectacular story came out when a father sued a 
doctor for $225,000 damages for failing to diagnose 
poliomyelitis on the first examination. The physician 
taking calls for the family’s doctor in the latter’s ab- 
sence examined the patient, found all tests negative, and 
referred him back to his own physician. There was no 
medical justification for the suit, and the initial article 
carried these words: “A spokesman for the San Mateo 
County Medical Society who specializes in neurological 
problems said ‘Dr. observed the highest stand- 
ards of medical practice in this case. Diagnosis of polio 
is usually impossible upon just one visit and often re- 
quires considerable observation.’ ” Actually, two-thirds 
of the space in this article was devoted to the physician’s 
and the society’s statements. 


Medical News Coverage.—It is obviously news when 
a hospital acquires a new powerful x-ray machine, but it 
might not be legitimate news to report such acquisition 
by individual physicians; it may, in fact, constitute an ad- 
vertisement and, if carried to the extreme, would result 
in equal space for all physicians. One newspaper (circu- 
lation over 28,000) ran this: 


A California registered laboratory technician has been added to 
the staff of Drs. ———— and — . [The technician] will be 
operating a completely equipped laboratory in the doctors’ offices 
on — avenue. Dr. says the addition of a technician 
to the staff will make it possible to give increased and faster 
service. The office can now handle everything in the way of 
blood chemistry, gastric analysis, bacteriology, Rh factor, blood 
typing and other technical services. The original x-ray machine 
has been replaced by one five times as strong. 











Sensational statements in medical journals will obvi- 
ously invite sensational news coverage. As an example, 
a recent article in a scientific journal about reserpine in 
treatment of the mentally ill concluded with this state- 
ment: “If the results of long-time study substantiate and 
confirm these preliminary findings, reserpine will be the 
most important therapeutic development in the history 
of psychiatry.” In effect, the authors have here made an 
historical judgment on a brief study and a value judg- 
ment in the words “most important.” It is difficult enough 
to evaluate the historical meaning of a research con- 
tribution after many years. Enthusiasm is one thing but 
exuberance in scientific journals is quite another. The 
pharmaceutical house processing the product naturally 
featured this quoted statement, but its own medical 
editor made this sober admonition: “The evidence in- 
cluded in this brochure does not indicate that the day of 
specific drug therapy in psychiatry has arrived. It does 
indicate that progress is being made in that direction.” 
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Direct request for publicity is indicated in the follow- 

ing quote from a columnist’s piece: “And again through 
the mails . . . ‘Dear Mr. [columnist’s name], as 
per our telephone conversation, enclosed you will find 
a copy of the coroner’s report on the death of — 
[patient’s name] . . . cause of death . . . cardiac failure 
during necessary anesthesia due to hypertrophy of heart 
and hypoplasia of the coronary arteries. Please print in 
suitable fashion in your newspaper. Sincerely, 
M.D., ———— Clinic.’” If any such statement for the 
public is warranted, it should come from the medical 
society, not only providing stronger evidence of support 
for the physician but probably better written. 

A columnist subheaded his story “Don’t Tell a Soul” 
when he called a county health officer to task for “. . . 
being extremely naive when he addressed approximately 
150 people Monday night, gathered in a public restau- 
rant, and prefaced his statements with ‘This is not for 
publication, but .. . !’” The columnist continued, “Ac- 
cording to our calculations, by noon the next day ap- 
proximately 1500 people knew that the county health 
department is involved in extensive plans for polio vac- 
cine tests in this part of the country. In our role as a 
guest at the meeting we refrain from outlining details 
that Dr. ———— revealed. In our role as a representative 
of a newspaper, we decry a public official’s back-door 
approach to the news.” With this statement I concur. 

Importance of News Source.—Featured medical arti- 
cles are questionable when no indication of source is 
given. For example, there was a report of a university 
scientist’s discovery that men and women interpret male 
and female symbols the same. Since no “where” and 
“why” are given, doubt is cast upon the integrity of the 
scientist, who may or may not have been innocent in 
stimulating the story. The critical reader is left to ponder 
whether the data were given to the paper or found by 
the paper. Was it a talk, an article, or an interview? 

An unusual hospital controversy is included in the 
sample in this study. There were 23 clippings totaling 
340 in. of articles, features, editorials, columns, and 
letters to the editor discussing the O’Connor Hospital 
controversy in San Jose. They account for 20.4% of the 
space devoted to hospitals under the Public Health Serv- 
ice, exceeded only by new hospital construction (21.4%) 
in amount of space. The issue was this: the hospital ad- 
ministration dissolved the entire staff of 262 doctors, 
selected a new staff of 26 physicians, and appointed 
others without consultation with the staff, until all but a 
few of the former were reappointed; but only 25 former 
members were given active voting membership. The 
county medical society condemned this action, and the 
hospital lost its accreditation. For months a bitter con- 
troversy raged in the press. The medical society’s point 
of view was given extensive coverage. Eventually the 
hospital administrator was transferred and a responsible 
staff organization reinstituted. Analysis of the 52 news 
stories is beyond the scope of this paper. However, the 
full-paid advertisement inserted by the medical society 
and the paid advertisement reply are worthy of note, for 
they extend beyond the usual medical coverage and, in 
my opinion, both were ill-advised. The medical society 
advertisement bore the headline “With Malice Towards 
None—A Full and Factual Explanation of the Medical 
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Society's Stand in the Current O'Connor Hospital Prob- 
lem.” It stated the issues—that in effect a dictatorship 
existed at the hospital; that the freedom to choose one’s 
doctor and the doctor's freedom to take care of the pa- 
tient as his judgment dictates were fundamental rights 
and were endangered; and that the dispute had endan- 
gered the “health and physical safety—in fact, the very 
lives of the residents of the community.” The headline 
and the size and nature of the advertisement courted 
reply, a calculated risk. A week later the ‘O'Connor 
Committee for Medical Justice’ inserted a large paid ad- 
vertisement with the headline “Did You Read that Silly 
Ad of the Doctors?” and the text began: “It started with 
the big headline “With Malice Towards None’ and then 
by deceitful insinuations. , Interspersed were such 
Statements as “practicing the most vicious kind of de- 
ceit” and “nothing could be more ridiculous . . . and the 
disgruntled doctors know it.” It went on to say “The 
Sisters at O'Connor won't reply to any false or deceitful 
insinuations—that would be beneath them. . . . The 
people of San Jose and Santa Clara County will never 
stand for such coercion! And there are enough red- 
blooded Americans in our community to see to it that the 
Sisters get a square deal.” The full emotional impact of 
the story was thus released by both sides with implica- 
tions of freedom, dictatorship, and red-blooded Amer- 
icans. The dignity of “a previously well-beloved and re- 
spected hospital lost greatly,” as one columnist put it, 
and the physicians suffered “economic loss as well as 
loss of professional dignity, prestige and reputation; 
rumors flowed about unethical medical practices and 
professional relations within the medical society were 
strained,” according to the columnist. Both sides aired 
grievances over and beyond regular news coverage, and 
the public was treated to a grim spectacle. 


Summary and Conclusions 


This is a subjective analysis of data previously given 
(part 1) in a statistical objective study. A review of the 
problems of medical ethics in relationship to newspaper 
publicity shows that there is more need for clarification 
of the interpretation of medical ethics for the average 
physician than there is for drastic revision of the code. 
The provisions concerning his cooperation with the press 
and the use of his name allow for greater participation 
with the press in public education than is generally real- 
ized in print. There is a need for active public relations 
committees within the medical societies to stimulate and 
work with reporters on news stories. Local societies 
should adopt codes of press relationship in mutual con- 
sultation with local press representatives. 

The provisions concerning advertising are most nota- 
bly difficult to interpret. In the 1,260 articles studied, the 
medical profession and the press conducted themselves 
for the most part with wisdom. As a consequence, the 
public was given fair coverage of medical news. When 
a medical society engages in advertising in highly con- 
troversial matters it may suffer more than it gains. How 
far reasoning on this can be extended (as, for example, 
in the fight against socialized medicine ) is not considered 
in this study. There is an increasingly warm relationship 
between medicine and the press, and much of the credit 
would seem to go to the press and public relations de- 








774 DIAGNOSTIC PROBLEMS 


partments of the American Medical Association and also 
the National Association of Science Writers. There were 
relatively few sensational features and stories and rela- 
tively few questionable articles. If one could make a 
subjective generalization on these data it would be that 
medical public relations are as good or as bad as the ef- 
forts, attitudes, anxieties, and statements of physicians. 
Medical writing was in general of a high order. In the 
San Francisco area and at the present time, the press is an 
ally of the echical physician. There is need, however, for 
each better to understand the specific problems of the 
other. If medical public relations committees would pre- 
sent cogent criticisms to editors on specific questionable 
articles at the time questionable stories appear, they 
might diminish the quantity and improve the quality. If 
the medical societies would at the same time construc- 
tively help the press in finding and writing new articles 
and cooperate with procurement of authoritative state- 
ments that are not anonymous, their criticisms would fall 
upon more receptive ears. 


850 Menlo Oaks Dr. 
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PRESENTATION OF CASE 
Horace M. Frazier, M.D., Chicago 


A 76-year-old man was hospitalized on Oct. 27, 1955, 
because of diarrhea of five weeks’ duration and epigas- 
tric distress. Fourteen years prior to admission ke had a 
hemorrhoidectomy and subsequently had never had a 
well-formed stool. He denied having bloody, clay-col- 
ored, foamy, or tarry stools. Ten days prior to admission 
he passed spontaneously from his urethra about 60 cc. of 
blood. About five years prior to admission he had symp- 
toms of a cerebral vascular accident, with weakness on 
the right side of the face and difficulty in speaking and 
swallowing, which cleared in two months. 


Physical Examination.—On admission the patient ap- 
peared acutely and chronically ill. Poor skin turgor, a 
beefy red tongue, and a sinus tachycardia, with a soft 
grade 1 apical systolic murmur, were observed. The 
blood pressure was 180/100 mm. Hg. The right prostatic 
lobe was firm and enlarged. A large reducible left in- 
guinal hernia was found. 

Laboratory Findings. — The leukocyte count was 
18,100 per cubic millimeter, and the hemoglobin level 
was 16 gm. per 100 cc. The urine contained a trace of al- 
bumin. The urinary sediment showed one or two red 
blood cells per high-power field. Three days later the 
blood chemistry showed serum sodium level, 110 mEq. 
per liter; carbon dioxide level, 27.3 mM. per liter; cal- 
cium level, 8.3 mg. per 100 cc.; phosphorus level, 14.6 
mg. per 100 cc.; and blood urea nitrogen, 145 mg. per 
100 cc. 

Course.—A tentative diagnosis of duodenal ulcer was 
made, and the patient was started on a regimen that in- 
cluded phenobarbital, tincture of belladonna, and ant- 





: From the Department of Pathology, University of Chicago. 
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acids. The diarrhea continued, and on the fourth hospi- 
tal day he went into severe circulatory collapse. An in- 
fusion of levarterenol was necessary to maintain his blood 
pressure. An episode of vomiting occurred at this time. 
The vomitus gave a 4+ reaction for occult blood. On 
the sixth hospital day the patient developed pulmonary 
edema. He was rapidly digitalized and given aminophyl- 
line and mercaptomerin. His blood chemistry at this 
time showed serum sodium level, 104 mEq. per liter; 


. potassium level, 4.1 mEq. per liter; chloride level, 79.4 


mEq. per liter; carbon dioxide level, 12.3 mM. per liter; 
and blood urea nitrogen, 150 mg. per 100 cc. Abdom- 
inal distention developed, and the inguinal hernia be- 
came incarcerated. A Levin tube was passed. The 
patient had a convulsion, became dyspneic and unre- 
sponsive, and died on the seventh hospital day. Blood 





Fig. 1.—Photograph showing the villous tumor in the rectum. 


drawn on the morning of his death revealed serum so- 
dium level, 102 mEq. per liter; potassium level, 4.4 
mEq. per liter; carbon dioxide level, 9.9 mM. per liter; 
serum, pH 7.26; phosphorus level, 6.8 mg. per 100 cc.; 
and blood urea nitrogen, 172 mg. per 100 cc. The final 
clinical diagnoses were (1) severe electrolyte imbalance 
due to diarrhea of undetermined cause, (2) adrenal in- 
sufficiency, and (3) pulmonary edema. 


Anatomic Diagnosis 


The body measured 67.5 in. (140.4 cm.) in length 
and weighed 165 Ib. (74.9 kg.). The right arm and 
forearm were edematous and showed sloughing and ul- 
ceration on the anterior and lateral surfaces. A large 
incarcerated inguinal hernia was observed in the scrotum. 
The peritoneal cavity was normally moist. The colon 
was distended with gas. Extending across the abdominal 
cavity was an omental band. It was connected to the 
mass in the left scrotum, which was composed of omen- 
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tum. The stomach was distended, containing about 
500 cc. of dark gray watery fluid. The small intestine 
contained tarry feces. in the rectum was a flat, con- 
voluted, velvety mass raised 0.5 cm. above the sur- 
rounding mucosa, which replaced the mucosa in an area 
13 by 10 cm. (fig. 1). It was dark red, soft, not ulcer- 





Fig. 2.—Photomicrograph showing the villous branching and papil- 
lomatous nature of the tumor (x 13). 


ated, and not fixed to the underlying muscular layer. 
The cut surface showed its superficial position, surface 
convolutions, and component villi. The muscular layer 
appeared thinned. Histologically the mass was a villous 
papilloma (fig. 2), composed of glands exhibiting vari- 
ous cell types and arrangement and foci of cytological 
carcinoma in situ (fig. 3). No invasion was observed in 
multiple fields. The asymmetrically enlarged prostate 
weighed 60 gm. (2.1 oz.). Its cut surface showed 
nodules varying from 5 mm. to 7 mm. in diameter, which 
bulged slightly. Histologically an adenocarcinoma in 
small acini, masses, and alveolar grouping was observed. 
The periaortic abdominal lymph nodes showed focal and 
diffuse carcinomatous infiltration. The lungs weighed 
430 gm. (15.1 oz.) each. They showed focal areas of 
bronchopneumonia. The brain weighed 1,200 gm. (2.7 
lb.). The gross and histological sections showed no evi- 
dence of previous vascular disease. The esophagus 
showed a severe peptic esophagitis. The findings indi- 
cated a villous papilloma of the rectum causing prolonged 
and severe diarrhea. Death resulted from severe electro- 
lyte imbalance that did not respond to therapy, compli- 
cated by early bronchopneumonia. The associated find- 
ings included silent carcinoma of the prostate, incarcer- 
ated inguinal hernia, sloughing and edema of the right 
forearm and arm due to subcutaneous extravasation of 
levarterenol, and generalized arteriosclerosis of the aorta 


and coronary and cerebral arteries. 
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COMMENT 
Emmet B. Bay, M.D. 


This case is of interest chiefly because the patient 
had a severe hyponatremic hypochloremic acidosis of 
the type more often seen in cardiac patients and be- 
cause he had a carcinoma of the rectum that was so 
smooth and flat it was not recognized on digital exam 
ination. It almost certainly would have been diagnosed 
if the patient had been well enough to permit a procto- 
scopic examination. The electrolyte imbalance was of 
the type that is frequently irreversible, in spite of heroic 
measures. These were not used in this patient, presum 
ably because of the development of pulmonary edema 
Hypertonic sodium chloride solution given cautiously 
might have helped, but it frequently proves futile in 
similar situations induced by excessive restriction of 
salt or the enthusiastic overuse of diuretics. This soft, 
flat type of papilloma is frequently missed on rectal 
examination, even by experienced gastroenterologists 
It is the type of lesion that would suggest that the old 
adage “The function of a consultant is to perform a 
rectal examination” should be amplified to include 
proctoscopy. This is born out by the fact that in 3 of 


| Ae 





Fig. 3.—Photomicrograph showing branching hyperchromatic glands 
with no invasion (xX 120). 


12 rather elaborate routine health examinations a proc- 
toscopic examination revealed rectal polyps—one of 
which was precancerous. A further lesson to be derived 
from this case lies in the fact, all too well-known to 
physicians, that the patient suffers and the physician 
is helpless when the patient waits until he is too sick to 
be properly examined. 





From the Department of Medicine, University of Chicago 
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that appear in this column have been authorized by the 
Council for publication and inclusion in New and Non- 
official Remedies. They are based upon the evaluation 
of available scientific data and reports of investigations. 

H. D. Kautz, M.D., Secretary. 





Diphenadione.—2-Diphenylacety|-1 ,3-indandione.— 
The structural formula of diphenadione may be repre- 
sented as follows: 


Actions and Uses.—Diphenadione is an orally effec- 
tive synthetic anticoagulant closely related chemically to 
another indandione derivative, phenindione, and also 
qualitatively similar in action and uses to coumarin 
derivatives such as bishydroxycoumarin. Like these 
agents, it inhibits blood coagulation by reducing the con- 
centration of prothrombin and related factors; this is 
useful in the prevention and treatment of conditions 
characterized or complicated by intravascular clotting, 
but does not directly affect thrombi or emboli already 
formed or increase the blood supply to infarcted areas. 

Since diphenadione is one of the most potent and pro- 
longed-acting depressants of blood prothrombin activity, 
it is effective in smaller doses than most other oral anti- 
coagulants. Adequate depression of blood prothrombin 
levels (prolongation of prothrombin time) usually is 
obtained within 48 to 72 hours after administration of 
the initial recommended dosage. This depression may 
persist for as long as 20 days after cessation of main- 
tenance therapy. 

Diphenadione has approximately the same ratio be- 
tween its effective and toxic (hemorrhagic) dosage as 
other oral anticoagulants, so that similar care is neces- 
sary to avoid overdosage and hemorrhagic complica- 
tions. Prothrombin time determinations should be made 
prior to treatment and daily until the effective main- 
tenance dosage is established. Thereafter, prothrombin 
determinations at weekly or not longer than 10-day 
intervals may be sufficient. Fcz most purposes, the pro- 
thrombin time should be prelonged from two to two 
and one-half times a standard normal time of 15 sec- 
onds. Undue hypoprothrombinemia and hemorrhagic 
complications not controlled by withdrawal of medica- 
tion may be counteracted by phytonadione (vitamin 
K,) and, when necessary, transfusion of whole blood. 

So far, diphenadione has not been observed to pro- 
duce untoward effects; however, because of its chemi- 
cal similarity to phenindione, which has been reported 
to produce agranulocytosis, physicians should obtain 
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periodic blood cell counts during prolonged therapy until 
sufficient experience has been gained to determine its 
long-term effects on the blood. 


Dosage.—Diphenadione is administered orally. The 
suggested initial dosage, after determination of a normal 
prothrombin time, is 20 to 30 mg. the first day and 10 
to 15 mg. the second day. When a prompt anticoagulant 
effect is indicated, initial medication can be supple- 
mented by the concomitant intravenous administration 
of heparin sodium to achieve the desired prothrombin 
suppression. If the prothrombin time is more than 30 
seconds at the end of the second day (48 hours), further 
therapy should be withheld until the prothrombin time 
starts to decrease. Thereafter the suggested daily doses 
of diphenadione are adjusted as follows: with a pro- 
thrombin time between 20 and 30 seconds, a dose of 10 
to 15 mg.; with a prothrombin time between 30 and 35 
seconds, a dose of 7 to 10 mg.; with a prothrombin time 
between 35 and 40 seconds, a dose of 5 mg. If the pro- 
thrombin time increases rapidly to more than 40 seconds 
during induction of therapy, or if there is a rapid in- 
crease during maintenance therapy, the dose should be 
withheld or only a small dose (1 to 2 mg.) administered 
on that day. The average daily maintenance dose is 
usually 3 to 5 mg. and should be adjusted to maintain 
prothrombin time between 30 and 37 seconds. Patients 
should be instructed to report any evidence of bleeding 
and to discontinue further medication immediately if the 
physician cannot be reached. 


Preparations for use as stated for the foregoing drug are marketed 
under the following name: Dipaxin. 

The Upjohn Company cooperated by furnishing scientific data to aid 
in the evaluation of diphenadione. 





Nystatin.—An antibiotic substance isolated from cul- 
tures of Streptomyces noursei. The chemical identity of 
nystatin has not been determined. 


Actions and Uses.—Nystatin is used to treat infec- 
tions caused by the monilial organism Candida albicans. 
Although the drug is effective in vitro against many 
yeasts and molds, its clinical usefulness in mycotic infec- 
tions other than those caused by Candida has not been 
established. Nystatin is poorly absorbed from the gas- 
trointestinal tract and is excreted almost entirely in the 
feces after oral administration. There is no evidence that 
the drug is absorbed through the skin or mucous mem- 
branes after topical application. 


Nystatin has been employed with varying degrees of 
success in the treatment of all forms of moniliasis, but 
its ultimate usefulness in controlling various sites of in- 
volvement remains undetermined. The drug has been 
found useful for the topical treatment of moniliasis of 
the mouth and buccal mucosa (thrush) and for monilial 
paronychia and other types of cutaneous monilial le- 
sions. Local application of the drug has also been useful 
in cases of monilial infections of the vagina and labia. 
Oral administration of nystatin is considered suitable for 
the treatment of intestinal moniliasis, but the effective- 
ness of its oral use as an adjunct to local therapy of the 
skin or mucous membranes is not yet established. 
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Nystatin has been employed orally for the prophylac- 
tic suppression of intestinal fungi and yeasts, particularly 
C. albicans, in patients undergoing oral therapy with 
broad-spectrum antibiotics. Although the percentage is 
low, clinical anal or rectal moniliasis develops in some 
patients in the course of such therapy, presumably be- 
cause of overgrowth of nonsusceptible monilial organ- 
isms. In such patients, the concomitant administration 
of nystatin and a broad-spectrum antibiotic is indicated. 

Oral administration of nystatin has also been pro- 
posed for the treatment of systemic moniliasis. Although 
some of the clinical results indicate a transient remission 
of symptoms, it is difficult to attribute this to an orally 
administered agent that is poorly absorbed from the gas- 
trointestinal tract. Because of questionable absorption 
and local irritation, the parenteral use of nystatin is not 
feasible at present. If, however, an effective method of 
administration that would provide contact between the 
systemic pathogens and the agent can be developed, 
nystatin offers some promise for the treatment of gen- 
eralized monilial infections. The use of nystatin should 
be considered established only for its local action in the 
intestine, on the skin, and on mucous membranes. Nysta- 
tin is relatively nontoxic and has few side-effects. The 
infrequent untoward reactions reported have been mild 
and transitory, consisting chiefly of nausea, vomiting, 
and diarrhea after oral administration. Changes in the 
peripheral blood or blood-forming organs have not been 
reported after prolonged oral therapy. 

Dosage.—The dosage of nystatin is expressed in terms 
of units. For gastrointestinal monilial infection, the pro- 
posed dose for adults is 500,000 to 1,000,000 units 
three times a day. In chronic or resistant anal or vaginal 
moniliasis, the oral administration of 500,000 units three 
times daily has been used adjunctively with topical ap- 
plication to overcome or decrease the possibility of re- 
infection from the intestine. Suspensions of nystatin in 
water, honey, or other vehicles, containing 100,000 units 
per cubic centimeter, may be dropped into the mouth or 
applied locally with a swab to monilial lesions of the 
mouth. Vaginal infections are treated by the local use, 
once or twice daily, of suppositories or tablets contain- 
ing 100,000 units. For cutaneous or mucocutaneous 
moniliasis, an ointment containing 100,000 units per 
gram should be applied directly to the mycotic lesions 
once to several times daily. 

If the drug is to be tried for treatment of systemic 
infections, the proposed oral dose is 1,000,000 units four 
times daily, and it may be increased beyond this level if 
side-effects do not become troublesome. The recom- 
mended oral dosage for children is 100,000 units three 
to four times daily. 


Preparations for use as stated for the foregoing drug are marketed 
under the following name: Mycostatin. 

E. R. Squibb & Sons, Division of Olin Mathieson Chemical Corpora- 
tion, cooperated by furnishing scientific data to aid in the evaluation of 
nystatin, 


Intramuscular Use of Hydrocortisone 


The Council has been requested to evaluate the intra- 
muscular use of hydrocortisone (free alcohol). On the 
basis of currently available evidence, the Council con- 
cluded that the intramuscular injection of this hormone 
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is justified as a temporary substitute for oral medication 
or as a supplement to intravenous administration in 
emergency situations amenable to intense gluco-steroid 
therapy. The free alcohol is more rapidly absorbed and 
therefore more promptly effective than hydrocortisone 
acetate. The usual daily dose of hydrocortisone by 
the intramuscular route is the same as that by the oral 
route. 

The Council voted to amend New and Nonofficial 
Remedies accordingly to recognize this additional route 
of administration of hydrocortisone. 


The Upjohn Company cooperated by furnishing scientific data to aid 
in the evaluation of the intramuscular use of hydrocortisone 


Injectable Antihistaminics for Prevention and Treatment 
of Transfusion Reactions 


The Council has been requested to evaluate the ef- 
fectiveness of several injectable antihistaminic drugs that 
have been used for the prevention and treatment of blood 
transfusion reactions. These include solutions for in- 
jection of chlorpheniramine maleate, diphenhydramine 
hydrochloride, methapyrilene hydrochloride, and tripel- 
ennamine hydrochloride. On the basis of currently 
available evidence, the Council concluded that these 
agents are capable of ameliorating, although not pre- 
venting, the severity of nonhemolytic, nonpyrogenic 
transfusion reactions. In addition, these compounds 
exert a salutary effect in the treatment of symptoms aris- 
ing from such reactions. They may therefore be em- 
ployed to diminish the incidence and aid in the symp- 
tomatic treatment of nonhemolytic, nonpyrogenic trans- 
fusion reactions. 

When antihistamines are to be used for prophylactic 
purposes in protection against symptoms of transfusion 
reactions, a sterile solution of appropriate concentration 
may be admixed with the blood at the time of transfu- 
sion. This should not be a routine procedure, however, 
but should be employed only in cases in which there is 
a known history of nonhemolytic, nonpyrogenic trans- 
fusion reactions. When appropriate antihistaminic drugs 
are thus employed, they should be admixed with pre- 
viously typed and cross matched blood at the time of 
and not in advance of transfusion. Adequate precautions 
against contamination should be observed; if a single 
dose ampul is not available, a previously unopened multi- 
ple dose container of the sterile drug solution should be 
used. For the symptomatic treatment of transfusion 
reaction, solutions of appropriate concentration may be 
administered by slow intravenous injection. The oral 
route should be substituted as soon as possible. 

The dosage, which may be repeated every 4 to 6 
hours, is the same whether administered in admixture 
with blood or as an intravenous injection. For chlor- 
pheniramine maleate, the usual dose is 10 mg.; for 
diphenhydramine hydrochloride, 50 mg.; for metha- 
pyrilene hydrochloride, 20 mg.; and for tripelennamine 
hydrochloride, 25 mg. 

The Council voted to amend New and Nonofficial 
Remedies accordingly to recognize this additional use 
of the injectable antihistaminic drugs. 

Ciba Pharmaceutical Products, Inc.; Eli Lilly & Company; Parke, 
Davis & Company; and Schering Corporation cooperated by furnishing 


scientific data to aid in the evaluation of injectable antihistaminic drugs 
for the prevention and treatment of blood transfusion reactions 
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ALLERGY TO PENICILLIN 
GUEST EDITORIAL 


Samuel M. Feinberg, M.D. 
and 


Alan R. Feinberg, M.D. 


One of the penalties of progress in therapy is the ac- 
companying toxic and allergic reactions that frequently 
accompany some of the new therapeutic products. Peni- 
cillin is an outstanding example in this field. It can be 
credited with the saving of tens of thousands of lives and 
with reduction of morbidity and complications from in- 
fections in millions. Nevertheless, its use causes numerous 
allergic reactions. With more than 300 tons of penicillin 
manufactured annually in the United States, constituting 
150 million courses of 3 million units each,’ it is ap- 
parent that the drug is widely used. Allergic reactions 
are quite common and are on the increase. Indeed, peni- 
cillin has become the primary problem in drug allergy. 

There are a variety of types of allergic reactions to 
penicillin. Cutaneous manifestations include urticaria, 
rashes, exfoliative dermatitis, contact dermatitis, and 
erythema nodosum and multiforme. Purpura has been 
noted. Increasing numbers of instances of periarteritis 
are reported. A number of papers describe myocardial 
and renal changes occurring during the serum-sickness 
type of reaction. The recent findings of lupus erythema- 
tosus cells in the peripheral blood and marrow in cases 
of penicillin allergy suggest the possibility that these 
findings may constitute the first stages of more serious 
visceral changes. But the two most important allergic 
reactions from penicillin are the delayed, serum-sickness 
type and the immediate, anaphylactic variety. 

The serum-sickness syndrome consists of urticaria and 
arthralgia and swelling of joints, frequently fever and 
albuminuria, and sometimes visceral and nervous sys- 
tem changes. It occurs most often 10 days after admin- 
istration of the drug but may begin as early as 24 hours 
(accelerated reaction) or as late as four weeks. The 
incidence in different groups varies from | to 5%. It is 





From the Allergy Research Laboratory, Northwestern University 
Medical School, Chicago 11. 

1. Welch, H.: Principles and Practice of Antibiotic Therapy, New 
York, Medical Encyclopedia, Inc., 1954. 

2. Mathews, K. P., and oihers: A Controlled Study of the Use of 
Parenteral and Oral Antihistamines in Preventing Penicillin Reactions, 
J. Allergy 27:1 (Jan.) 1956. 

3. Farber, J. E.; Ross, J., and Stephens, G.: Antibiotic Anaphylaxis, 
California Med. 81:9 (July) 1954. 





J.A.M.A., March 3, 1956 


much less frequent in children. It occurs on the first ad- 
ministration of penicillin, but it appears to be more fre- 
quent among those who have had the drug previously. 
The prevailing explanation for such a reaction resulting 
after the first administration of the drug is that the al- 
Jergic reaction occurs at the time when sufficient antibody 
has been produced to react with some of the antigen that 
is still uneliminated. A person who has had this type of 
reaction is more likely to experience a similar reaction a 


-second time, but, nevertheless, a large percentage of such 


people can take second injections with impunity. The 
duration of the syndrome may be from several hours 
to a year or more, the most frequent being one to three 
weeks. 

There is some controversy whether the delayed type of 
skin test occurs with more significant frequency among 
those who have had a serum-sickness type of penicillin 
manifestation. The important practical point is that the 
likelihood of the occurrence of such an allergic syndrome 
cannot be predetermined by a skin test, either of the 
delayed or of the immediate type. The disease cannot 
be curtailed by any known treatment, but the symp- 
toms may be largely controlled by the use of antihista- 
mines, the steroid hormones, or corticotropin (ACTH). 
There is no effective method of preventing such reactions 
other than an attitude of conservatism in the use of peni- 
cillin. An antihistamine administered at the time of 
penicillin therapy cannot be expected to exert its effect 
several days later when the allergic reaction takes place. 
A recent controlled study at the University of Michigan * 
has demonstrated the ineffectiveness of such a procedure. 

The immediate type of reaction may vary from afew 
urticarial lesions or asthma to shock and unconscious- 
ness and death from anaphylaxis. The immunologic 
mechanism in these forms is the same, the seriousness of 
the effects being primarily dependent on the severity of 
the reaction. The manifestations begin shortly after the 
administration of the penicillin, the most severe reactions 
occurring most rapidly. The majority of the fatal ana- 
phylactic reactions occur in a few seconds to 10 minutes. 

In the patient with severe anaphylactic reaction there 
is shock, perhaps nausea and vomiting, loss of conscious- 
ness, and dyspnea or cessation of respiration. If the pa- 
tient recovers from the attack, obvious asthmatic breath- 
ing and urticaria may follow. A fatal outcome is not rare. 
Although the fatalities described in medical literature up 
to a few months ago numbered only 36, the evidence in- 
dicates that this is but a fraction of the actual number of 
deaths from anaphylaxis. We know personally of a 
number of fatal cases that have not been reported. Re- 
plies from 1,000 California physicians to a questionnaire 
sent out by three of their colleagues * disclosed seven 
deaths. Since this represents about 0.67% of the physi- 
cians in the country, a figure of over 1,000 fatalities 
could be estimated for the United States, although the 
authors realize these figures must be regarded as purely 
conjectural until more data are available. A couple of 
years ago the antibiotic division of the U. S. Public 
Health Service made a survey of a number of large hos- 
pitals with respect to deaths from anaphylaxis over a two- 
year period.* These hospitals, representing 7.7% of the 
hospital beds in the country, reported 19 fatalities. Again, 
if we project our figures, on that basis the estimated 
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deaths in all hospitals could be 247. However, most peni- 
cillin therapy is given in the office or home, so that this 
figure probably can be multiplied several times. 

An analysis of the severe or fatal anaphylactic reac- 
tions furnishes some important items of information. A 
large percentage of these occur atopically in persons usu- 
ally suffering from asthma or hay fever. A surprising 
number have had allergic symptoms, such as hives or 
asthma, from previous administration of penicillin. The 
vast majority have had penicillin in the past. The ana- 
phylactic reaction occurs most often when the drug is ad- 
ministered after an interval of weeks or months has 
elapsed since previous therapy. The sensitizing or ana- 
phylactic dose can be in the form of an injection, oral 
administration, aerosol, lozenge, or topical application 
to the skin. It is possible that the sensitizing (or even the 
reacting) dose may have other sources. It has been 
shown that the allergenic quality of penicillin is not de- 
stroyed by heat.* Syringes that had been used for peni- 
cillin injections have been demonstrated to retain suffi- 
cient allergenically active penicillin to produce symptoms 
in highly sensitive persons. Cow’s milk (subsequent to 
the treatment of mastitis) may constitute a sensitizing 
source of penicillin. The amount of penicillin in the 
poliomyelitis vaccine is small, but, judging by its activity 
as determined by us in tests of passively sensitized human 
skin, it is sufficient to produce reactions in highly sensi- 
tive persons. However, there do not yet seem to be re- 
ports of severe anaphylactic reactions following injection 
of the vaccine in the mass immunization programs. These 
programs have not been carried out on adults, who are 
potentially a more sensitive group. 

The lesson to be learned is obvious. Penicillin should 
be administered only when there is a clear-cut indication 
for it. If the individual is known to be allergic, or on 
questioning reveals a history of allergy, further inquiry 
is particularly indicated. If there is a suggestion of a pre- 
vious immediate reaction, penicillin administration is cer- 
tainly a risky venture. Under such circumstances, and 
whenever possible in all cases, a skin test should be made. 
To do this a scratch test is made with a weak solution 
(about 5,000 to 10,000 units per 1 cc.). If this is nega- 


tive, an intradermal test should be made, using 0.01 cc... 


of a solution containing 1,000 units of crystalline peni- 
cillin per cubic centimeter. The vast majority of patients 
who react anaphylactically will show an immediate wheal- 
ing reaction. If either of these tests is positive (a wheal, 
erythema, and itching occurring in 5 to 15 minutes), 
penicillin administration is hazardous. 

In a patient highly sensitive to penicillin the allergic 
reaction cannot be prevented by antihistamines. Long 
experience with the use of these drugs in attempting to 
minimize systemic reactions from the injection of ex- 
tracts of antigens indicates that the dose of the antigen 
can be raised only moderately, say 10 to 50%, with the 
aid of an antihistamine. The therapeutic dose of peni- 
cillin is usually several thousand times the amount capa- 
ble of producing an allergic response. On the basis of 
comparative skin test studies, it must be concluded also 
that changing the brand of penicillin is unlikely to solve 
the problem. The use of split doses or the injection of a 
small preliminary dose is a procedure worthwhile using 
in questionable cases. Epinephrine that could be injected 
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should always be at hand. Above all, one should ask 
himself whether the patient really needs penicillin 

Epinephrine should be the first thought in case of an 
immediate reaction. If the reaction is moderate, 0.5 cc. 
of the 1:1,000 aqueous solution should be used intra- 
muscularly, to be repeated in five minutes if needed. If 
the reaction is rapid or more severe, 1.0 cc. of the epi 
nephrine solution should be injected. This should be 
repeated later if necessary. If there are signs of respira- 
tory difficulty and the reaction is severe, the epinephrine 
therapy should be followed by an intravenous injection of 
aminophylline (250 mg. or 354 grains in 10 cc.). Arti- 
ficial respiration may be required. If the patient has sur- 
vived the first 10 or 15 minutes, antihistamines may be 
given by injection. For more continued symptoms, such 
as asthma or urticaria, one may administer antihistamines 
orally, corticotropin, cortisone, or prednisone. 

There is an obvious discrepancy between the number 
of fatal penicillin reactions published and those actually 
occurring. There are similar discrepancies in publicized 
reports of untoward reactions from other drugs. The 
physician should not have to wait to receive his warn- 
ings from published papers. The creation of a central 
agency where untoward reactions (toxic and allergic) 
could be analyzed and reported (without using the phy- 
sician’s name) might well result in earlier information 
concerning the untoward reactions to a new drug. The 
Committee on Research of the A. M. A. Council on 
Pharmacy and Chemistry is endeavoring to devise a pro- 
gram in which it can serve as a central reporting agency 
of this type. 


CHLORTETRACYCLINE, A FOOD 
PRESERVATIVE 


In the Federal Register for November 30 ' is an order 
signed by John L. Harvey, acting commissioner, Food 
and Drug Administration, indicating the first permis- 
sible use of an antibiotic as a food preservative. Chlor- 
tetracycline has been cleared for use in the processing of 
fresh-killed poultry. In accordance with the legal re- 
sponsibility of the FDA for the establishment of toler- 
ances, the order states, “A tolerance of seven parts per 
million is established for residues of chlortetracycline in 
or on uncooked poultry and this tolerance level should 
not be exceeded in any part of the poultry.” Currently, 
the normal store life of a chicken carcass approximates 
seven days. By using chlortetracycline as a food pre- 
servative, the store life of a poultry carcass maintained 
under standard commercial refrigeration will be ex- 
tended to between 14 and 21 days. 

Acronize is the trade-mark for the various formulated 
products of the special food-grade chlortetracycline with 
salt and citric acid that the fine chemicals division of the 
American Cyanamid Company has been using in ex- 
tensive field trials. In the processing of poultry, Acronize 
PD (10.5% chlortetracycline [5.0% overage], 10.0% 





4. Welch, H.; Lewis, C. N.; Kerlan, I., and Putnam, L. FE Acute 
Anaphylactoid Reactions Attributable to Penicillin Antibiotics & 
Chemother. 3:891 (Sept.) 1953. 

5. Coleman, M., and Siegel, B. B.: Studies in Penicillin Hypersensitivity: 
2. The Significance of Penicillin as a Contaminant, J. Allergy 26:253 
(May) 1955. 
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citric acid, 78.5% salt, and 1.0% of a wetting agent) 
will be used at the end of the eviscerating line in the 
chilling tanks into which the poultry routinely are placed 
for about two hours to remove body heat and so slow 
down bacterial growth. The final concentration of the 
active chlortetracycline in the ice-slush mixture approxi- 
mates 10 ppm in the procedure recommended by the 
manufacturer. The highest concentration in the poultry 
meat is usually in the outer breast muscle, where the 
concentrations may approximate 2 ppm, although the 
average values are less than | ppm. At a level of 30 ppm 
of chlortetracycline in the cooling bath, higher concen- 
trations of antibiotic may be found in the poultry car- 
cass. Concentrations have been noted of up to 6.6 ppm 
in the outer breast muscle. These concentrations closely 
approximate the tolerance level that has been estab- 
lished by the FDA. The manufacturer plans to sell 
Acronize PD only to those processors who enter into a 
franchise agreement that provides that this product must 
be used only in strict accord with the manufacturer’s 
quality-control section. This specifies the quantities of 
antibiotic used and the method of application to the 
poultry. Processors must meet high standards of sanita- 
tion in their plant in order to qualify to use the process. 
The carcasses, even though processed with Acronize, are 
still to be maintained under commercial refrigeration. 

A major factor in this important ruling by the FDA 
was the fact that the small amount of chlortetracycline 
introduced into the carcass of the fresh-killed poultry 
would be readily inactivated during the cooking of the 
poultry. No active antibiotic will be eaten with the 
poultry. Thus the questions raised in an earlier state- 
ment of policy relative to the use of antibiotics for food 
preservation * do not apply in the present case. Kohler, 
Miller, and Broquist* showed that isolated poultry 
breast muscle, when immersed in solutions of up to 
1,000 ppm of chlortetracycline, absorbed up to 130 ppm 
of the antibiotic, all of which was inactivated in the iso- 
lated breast muscle in less than an hour of boiling or 
roasting. Because poultry is one of the most uniformly 
cooked foods, there would appear to be virtually no pos- 
sibility that any active antibiotic will be consumed by 
the American public. 

Further indications of safety in this new use of anti- 
biotics have been given by the investigations of a number 
of physicians. Particularly pertinent is the work of 
McVay and co-workers.‘ In studies involving the pro- 
phylactic treatment of geriatric patients afflicted with 
chronic congestive failure,** diabetes mellitus,*” rheu- 
matic fever,** and chronic respiratory disease,‘ 0.5 gm. 
of chlortetracycline was administered daily for periods 
varying from 9 to 20 months to approximately 250 pa- 





2. 18 F. R. 1077, Federal Register, Feb. 25, 1953. 

3. Kohler, A. R.; Miller, W. H., and Broquist, H. P.: Aureomycin 
(Chiortetracycline) and the Control of Poultry Spoilage, Food Technol. 
9: 151, 1955. 

4. (a) McVay, L. V., Jr.; Sprunt, D. H., and Stern, T. N.: Antibiotic 
Prophylaxis in Chronic Congestive Failure, Am. J. M. Sc. 226: 491, 1953. 
(b) McVay, L. V., Jr., and others: Antibiotic Prevention of Intercurrent 
Infections in Diabetes Meilitus, Ann. Int. Med. 40: 269, 1954. McVay, 
L. V., Jr., and Sprunt, D. H.: (c) Aureomycin in the Prophylaxis of 
Rheumatic Fever, New England J. Med. 249: 387, 1953; (d) Antibiotic 
Prophylaxis in Chronic Respiratory Diseases, A. M. A. Arch. Int. Med. 
$2: 833 (Dec.) 1953. 

5. Sprunt, D. H.: Long-Term and Prophylactic Use of Antibiotics, in 
Antibiotics Annual 1955-1956, New York, Medical Encyclopedia, Inc., 
1956, pp. 944-946. 

1. Meyer, M. G.: Therapeutic Carelessness, Journal-Lancet, 75: 539 
(Dec.) 1955. 
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tients, with about an equal number receiving placebo 
capsules. Dr. Sprunt* reported in November, 1955, 
that 30 of the 250 patients had continued to receive 
0.5 gm. for a period then totaling four years. McVay 
and Sprunt in all of their studies found no significant 
indication of the build-up of resistant strains or of 
sensitization reactions in those patients receiving chlor- 
tetracycline in contrast to those receiving placebos. 
Taking the tolerance of 7 ppm of chlortetracycline in 
the entire poultry carcass as the basis for calculations, it 
is interesting to note that one of these geriatric patients 
would have had to eat about 145 Ib. of raw chicken meat 
per day (equivalent to about 300 Ib. of fryers) to ap- 
proximate the antibiotic intake of 0.5 gm. that was 
used routinely in the studies just mentioned above. These 
observations indicate the high margin of safety that exists 
when chlortetracycline is used as a food preservative for 
poultry carcasses. 


THERAPEUTIC DUPLICATION 


Patients with chronic illness frequently consume un- 
necessary amounts of medicine. In some instances, the 
side-effects or toxic effects produced by overmedication, 
due to the duplication of prescriptions given the patient, 
are more serious than the complaint for which he was 
being treated originally. Patients disabled for long pe- 
riods by chronic illness tend to consult many physicians, 
with the meetings often occurring without the knowl- 
edge of the first doctor in attendance. Some patients 
remain silent when confronted with the question of who 
referred them, since they assume “their doctor” would 
feel insulted if he were to learn that additional medical 
advice had been sought. As a result, patients often ingest 
a large variety of medicaments, and no one single physi- 
cian is fully cognizant of the entire therapeutic program. 

Meyer ' points out that, unless patients are otherwise 
instructed, they are, often as not, likely to consume both 
old and newly prescribed medicaments without adequate 
medical supervision. In one sense, this may represent 
carelessness on the part of a consultant when he fails to 
instruct a patient to take no medication other than what 
he has prescribed. Moreover, even when only one physi- 
cian is in attendance, there is a tendency for him to 
change medication at various intervals in order to con- 
trol the chronic illness. Unless the physician specifically 
directs a patient to discontinue old medication in favor 
of the new, many patients will be confused about which 
medication to discontinue and which to continue. Un- 
fortunately, they may attempt to resolve the problem by 
taking both. 

In general, sufficient time should be allowed during 
an interview for the attending physician to instruct the 
chronically ill patient regarding the type of medication 
prescribed. Certainly, one of the obligations of an attend- 
ing physician should be to protect patients against dupli- 
cation of drugs, unnecessary expense, and drug poison- 
ing. It is within the province of a conscientious physician 
to inform the patient of favorable results that are to be 
expected from prescribed medication, as well as to in- 
struct him about the possibilities of side-effects or toxic 
effects. By so doing, the threat of an imperfect doctor- 
patient relationship is removed. 
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ORGANIZATION SECTION 


A. M. A. TO PRESENT SCIENCE 
FAIR AWARDS 


For the first time, the American Medical Association 
will participate in the National Science Fair, sponsored 
by Science Clubs of America at Oklahoma City, May 
10-12. The A. M. A. will present citations to the two 
high-school students with the best exhibit on medical 
research, general health, or physical fitness. The two 
winners also wili be invited to display their exhibits in 
the scientific exhibit at the annual meeting of the Asso- 
ciation in Chicago, June 11-15. According to Dr. 
Alphonse McMahon, Chairman, Council on Scientific 
Assembly of the A. M. A., constituent state and county 
societies have been requested to sponsor local and re- 
gional science fairs from which finalists may be sent to 
the National Fair at Oklahoma City, where it is ex- 
pected about 100 local and area science fairs will send 
young scientists. There are 15,000 high-school science 
clubs with a membership of 350,000 students in the 
United States. Colleges, chambers of commerce, news- 
papers, civic groups, and industries sponsor local fairs 
annually. Last year three such fairs were sponsored by 
medical groups: the District of Columbia Science Fair, 
by the Medical Society of the District of Columbia; the 
Central Indiana Science Fair, by the Indianapolis Med- 
ical Society; and the Northwestern Indiana Regional 
Science Fair, by the Lake, LaPorte, and Porter County 
Medical Societies. According to Watson Davis, director 
of Science Service, the purpose of these fairs is to stimu- 
late young students to take a more active interest in 
the study of science as well as to provide a means of 
recognition for them. Information about these fairs and 
science clubs can be obtained from the Science Clubs of 
America, 1719 N Street, N. W., Washington 6, D. C. 


NEW A. M. A. PUBLICATION 


A new pamphlet, “Guiding Principles and Procedures 
for Industrial Nurses,” replaces the former publication 
of the Council on Industrial Health entitled “Standing 
Orders for Nurses in Industry.” Single copies will be 
furnished by the Council without charge. Requests for 
multiple copies should be sent to the Order Depart- 
ment at the A. M. A. headquarters. Two to 10 copies cost 
40 cents each. Orders of 201 to 1,000 cost $14 per hun- 
dred. 


PUBLICATIONS ON WORK ABSENCE 


The Committee on Medical Care for Industrial Work- 
ers, a joint committee of the Councils on Medical Serv- 
ice and Industrial Health, American Medical Associa- 
tion, 535 N. Dearborn St., Chicago, has available for 
limited distribution two new publications dealing with 
absence from work due to nonoccupational illness or 


injury. The first item is a reprint of “A Syllabus on Work 
Absence,” which appeared in the January, 1956, 
A.M. A. Archives of Industrial Health, page 55. This 
document, especially prepared for the Committee by 
Mark S. Blumberg, M.D., and James A. Coffin of the 
Occupational Health Program, Public Health Service, 
in cooperation with staff of the A. M. A., fulfills a basic 
need in bringing together factors involved in employee 
absence. It contains basic background information re- 
quired in evaluating much of the material and data pub- 
lished in this field. 

The second publication, “Company Medical Programs 
and Work Absence—10 Case Studies,” discusses the 
medical programs of 10 companies and how they deal 
with nonoccupational job absence. In addition to a brief 
description and history of the medical program, each 
study discusses medical facilities and personnel, diag- 
nostic aids and in-plant services, absenteeism, costs and 
benefits of medical department functions, and relation- 
ships existing between the medical department and the 
private practitioner. Single copies of each publication 
are available without charge on request to either of the 
two councils. 


EXCERPTS FROM NOVEMBER CIVIL 
DEFENSE CONFERENCE 


The Council on National Defense has assembled ex- 
cerpts from the County Medical Societies Civil Defense 
Conference held Nov. 12-13, 1955, and sent them to the 
chairmen of all state emergency medical service com- 
mittees, to members of the Council and its two commit- 
tees, and to other organizations and individuals interested 
in civil defense affairs. Included was a paper by Charles 
V. Wynne, explaining how the Waterbury, Conn., hos- 
pital put into effect its disaster plan during the flood 
emergency period, and a reprint from the October, 1955, 
California Medicine entitled “The Physician’s Role in 
Civil Defense.” 


PROCEEDINGS OF JUNE CIVIL 
DEFENSE CONFERENCE 


The proceedings of the Medical Civil Defense Confer- 
ence, sponsored by the Council on National Defense of 
the American Medical Association, held at Atlantic City 
last June 4, have been assembled. Individual copies 
of the 194-page booklet may be had by writing to the 
Secretary of the Council on National Defense, 535 N. 
Dearborn St., Chicago. This annual Conference spon- 
sored by the Council is held immediately preceding the 
opening of the annual meeting of the Association. 
Among other topics discussed, the 1955 conference in- 
cluded the problem of radioactive fall-out. 
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MEDICAL NEWS 


CALIFORNIA 

Herzstein Lectures.—Dr. Harry Eagle, chief of experimental 
therapeutics, National Microbiological Institute, Bethesda, Md., 
will give the Morris Herzstein course of medical lectures March 
12-16 at Stanford University School of Medicine, San Francisco. 
The first two lectures will be on “Specific Growth Requirements, 
Metabolic Activities, and Nutritional Deficiencies of Normal and 
Malignant Cells in Tissue Culture,” and the final one will deal 
with “Nutritional Requirements for the Propagation of Polio- 
myelitis Virus; and Observations on the Use of Tissue Culture 
for the Screening of Carcinolytic Agents.” 





Course on Hematology.—A course on recent advances in 
hematology will be held April 12-13 at the City of Hope Medical 
Center under the direction of Dr. Howard R. Bierman. The 
following subjects will be discussed: Newer Uses of Blood and 
Blood Substitutes; Iron Metabolism; Enzymes of the Red Cells; 
Iron in the Red Cell; Newer Studies in Hemoglobin; Studies on 
the Physiology of Leukocyte Metabolism; Platelets and Co- 
agulation. A registration fee of $15 a day or $25 ‘or the two 
days will be required. Registration is limited to 30 participants. 
Communications should be addressed to Dr. Leo G. Rigler, 
Director, Division of Postgraduate Medical Education, City of 
Hope Medical Center, Duarte, Calif. 


Meeting on Anesthesiology.—At its meeting March 10 and 11, 
the anesthesia section of the Los Angeles County Medical Society 
will present a panel discussion, “Teaching Anesthesiology,” 
Saturday evening, with Dr. Max S. Sadove, Chicago; Arthur B. 
Tarrow, Lieut. Col., MC, Lackland Air Force Base, Texas; Dr. 
John W. Pender, Palo Alto, Calif.; and Dr. Harry M. Slater, 
Montreal, Canada, as participants. “Development and Evalua- 
tion of New Anesthetic Drugs” by Dr. Sadove will precede a 
panel Sunday, “The Anesthesiologists’ Responsibility in Dis- 
aster Planning” by Dr. Stafford L. Warren, dean, University 
of California School of Medicine, Los Angeles, and Dr. Tarrow. 
In the afternoon Dr. Tarrow will discuss “Air Force Manage- 
ment and Transport of Patients with Poliomyelitis” before a 
panel discussion, “Complications of Anesthesia,” is held by Drs. 
Sadove, Slater, Pender, and Roger W. Ridley, Rochester, Minn. 


CONNECTICUT 

Cancer Conference.—The annual cancer conference for physi- 
cians will be held at the Hotel Statler, Hartford, March 14, 
12:45-5 p. m. Dr. R. Philip Custer, University of Pennsylvania 
School of Medicine, Philadelphia, will moderate a symposium 
on lymphomas and leukemias, with Dr. Alfred A. Gellhorn, 
associate professor of medicine, Columbia University College of 
Physicians and Surgeons, New York; Dr. Joseph H. Burchenal, 
professor of medicine, Cornell University Medical College, New 
York; and Dr. Milford D. Schulz, assistant professor of radi- 
ology, Harvard Medical School, Boston, as collaborators. A 
symposium on thyroid nodules will have as moderator Dr. 
Patrick J. Fitzgerald, professor of pathology, State University 
of New York College of Medicine at New York City, Brooklyn, 
and as participants Dr. Joseph E. Sokal, associate professor of 
medicine, University of Buffalo School of Medicine, Dr. George 
Crile Jr., surgeon, Cleveland Clinic, Cleveland, and Dr. Bentley 
P. Colcock, surgeon, Lahey Clinic, Boston. Members of the 
Academy of General Practice will be granted postgraduate credit 
for attendance at this conference, which will be sponsored by 
the Connecticut division, American Cancer Society; Association 
of Connecticut Tumor Clinics; Connecticut State Medical 
Society; and Connecticut State Department of Health. 





Physicians are invited to send to this department items of news of gen- 
eral interest, for example, those relating to society activities, new hospitals, 
education, and public health. Programs should be received at least three 
weeks before the date of meeting. 


DISTRICT OF COLUMBIA 


Dr. Estella Warner Retires.—Dr. Estella Ford Warner, chief, 
program development branch, Division of International Health, 
the first woman ever commissioned in the U. S. Public Health 
Service, has retired from the service and will reside in Albu- 
querque, N. Mex. As a result of her assistance in 1951 in estab- 
lishing a school of public health at the American University 
of Beirut School of Medicine, the president of Lebanon awarded 
Dr. Warner the highest decoration that can be given to a civilian. 
Between 1952 and 1955, Dr. Warner was in New Delhi, India, 
to assist the government of India in planning public health tech- 
nical assistance programs. Other assignments during her 24 
years in the Public Health Service include: chief of the Division 
of State Relations; medical director of the Kansas City regional 
office; medical consultant of the Chicago regional office; and 
regional medical director assigned to the U. S. Bureau of Indian 
Affairs. 


FLORIDA 


Narcotic Violation—Dr. George P. Sorvas, 1018 Polk St., 
Hollywood, pleaded not guilty to violation of Section 398.19 of 
the Florida State Uniform Narcotic Act in the State Criminal 
Court of Record, Fort Lauderdale, and on Jan. 21, 1955, was 
found guilty and sentenced to serve a term of four years. On 
Dec. 7, 1955, the Florida State Supreme Court affirmed the 
decision of the lower court. 





University News.—Dr. Robert J. Boucek has been appointed 
director of the department of cardiology at the University of 
Miami School of Medicine, Coral Gables. He will continue his 
duties as director of research at the Miami Heart Institute. Dr. 
Boucek’s research, begun at the institute, is presently being in- 
tegrated with that of the department of medicine at the medical 
school. His current research work concerns “The Genesis of 
Atherosclerosis.” 


Mediclinics.—Mediclinics of Minnesota, organized to provide 
practical medical education for practicing physicians, will pre- 
sent its first course (32 hours of instruction, 4 hours each day, 
for 8 days) in Fort Lauderdale, March 5-14. The American 
Academy of General Practice has authorized 32 hours of credit 
for postgraduate study for the program, which will be given 
under the local sponsorship of the members of the Academy of 
General Practice of Broward County. 


GEORGIA 

Society News.—The Atlanta Eye, Ear, Nose and Throat Society 
recently elected Dr. William T. Edwards, president; Dr. Nathan 
I. Gershon, vice-president; and Dr. J. Jack Stokes, secretary- 
treasurer. 


Meeting of Oto-Ophthalmologists—The Georgia Society of 
Ophthalmology and Otolaryngology will meet March 9-10 at 
the General Oglethorpe Hotel, Savannah. The speakers on ear, 
nose, and throat subjects will be Drs. Chevalier L. Jackson, 
Philadelphia; Peter A. N. Pastore, Richmond, Va.; and Harry 
Rosenwasser, New York. Speakers on subjects pertaining to the 
eye will be Drs. F. Bruce Fralick, Ann Arbor, Mich.; Frank D. 
Costenbader, Washington, D. C.; and Irving H. Leopold, Phila- 
delphia. 


Personal.—Dr. Richard L. Benson has assumed the duties of 
commissioner of health for the Whitfield-Murray Health Depart- 
ment, to fill the vacancy created last March by the death of 
Dr. Donald L. Butterfield. Dr. James Elliott Scarborough Jr., 
director of the Winship Clinic at Emory University Hospita! 
Emory University, has been elected to the national board o' 
directors of the American Cancer Society. Dr. Edgar R. 








Pund, Augusta, president, Medical College of Georgia, wa 
appointed consultant to the surgeon general of the U. S. Army 
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for a 30-day inspection and lecture tour of medical facilities of 
the U. S. Army in the Far East. Dr. Pund visited installations 
in Japan and Korea. Dr. Robert B. Greenblatt, chairman, 
department of endocrinology, University of Georgia School of 
Medicine, Augusta, was honored at the annual convention of 
Phi Lambda Kappa medical fraternity in Atlantic City, N. J. 
He received the Gold medal presented annually to the American 
doctor of Jewish origin who, in the opinion of the committee, 
has contributed most to the advancement of medicine during 
the year. Dr. Greenblatt is the author of many scientific articles 
and a textbook of endocrinology. He is an honorary member 
of the obstetrical and gynecological societies of Alabama, 
Florida, Kentucky, Mexico, Brazil, and Cuba. 





ILLINOIS 

Psychiatric Lecture.—Dr. George C. Ham, chairman, department 
of psychiatry, University of North Carolina School of Medicine, 
Chapel Hill, will present “The Management of the Multiple 
Complainer” March 7, 8 p. m., at the North Shore Health 
Resort, 225 Sheridan Rd., Winnetka. Physicians are invited. 





Cancer Symposium.—The Illinois division of the American 
Cancer Society will sponsor a symposium on cancer for in- 
structors in schools of nursing and for hospital medical social 
workers March 8-9 at the Sheraton Hotel, Chicago. Dr. John A. 
Rogers, Chicago, executive director of the division, will open 
the first day’s sessions with “Cancer Control in Illinois.” The 
remainder of the morning will feature a speech by E. Cuyler 
Hammond, Sc.D., director of the society’s statistical research 
section in New York. Other topics will include “Cancer in 
the Female,” “Cancer of the Respiratory Tract,” “Cancer of 
the Gastrointestinal Tract,” and “Radiation Therapy.” On 
Thursday afternoon a conference will be presented by a team 
composed of a surgeon, internist, psychiatrist, and medical 
social worker, from the University of Illinois College of Medi- 
cine, who will discuss the total care of the physical and emotional 
problems of the cancer patient. 





Chicago 

Monthly Cardiac Conference.—The monthly clinicopathologic 
cardiac conference of Cook County Hospital will be held 
March 9 from 11 a. m. to 12 noon in the Children’s Amphi- 
theater, 700 S. Wood St. “Electrocardiography in the Diagnosis 
of Congenital Malformations of the Heart” will be presented 
by the guest speaker, Dr. Robert F. Ziegler, physician-in-charge, 
division of pediatric cardiology, Henry Ford Hospital, Detroit. 





Hektoen Memorial Lecture.—At an open joint meeting of the 
Institute of Medicine of Chicago and the Chicago Diabetes 
Association at the Drake Hotel, March 5, 8 p. m., the 3lst 
Ludvig Hektoen Memorial Lecture, “Studies of Fat Metabolism 
in Experimental Diabetes,” will be delivered by Sidney Wein- 
house, Ph.D., head, department of metabolic chemistry, the 
Lankenau Hospital Research Institute and the Institute for 
Cancer Research, Philadelphia. (Telephone during the meeting, 
SUperior 7-2200.) Preceding the meeting there will be cocktails 
at 6 p. m., followed by dinner ($6 per plate) at 6:45 p. m. 
Reservations may be made through the institute, 86 E. Ran- 
dolph St. 


Society News.—The Society of Medical History of Chicago will 
hold an open meeting March 8, 8 p. m., at the Institute of 
Medicine (fourth floor, 86 E. Randolph St.) at which Barry J. 
Anson, Ph.D., professor of anatomy, Northwestern University 
Medical School, will discuss “Monsters and Monstrosities in the 
Collected Works of Ambroise Paré,” and Dr. Michael L. Mason, 
professor of surgery, Northwestern University Medical School, 
will talk on Paracelsian surgery. At its meeting March 9 in 
the Palmer House (private dining room 17; telephone RA 
6-7500), the Chicago Orthopaedic Society will present a program 
of papers from Shriners Hospital, Chicago unit, at 8 p. m. after 
a 6:45 p. m. dinner. Topics to be discussed include: Skeletal 
Enchondromatosis, Congenital Absence of the Radius, Hypo- 
phosphatemic Osteomalacia, Preliminary Report on Pronator 
Teres Transplantation in Cerebral Spastic Palsy, and Pseudo- 
arthrosis of the Femoral Neck in Spina Bifida. Physicians are 
cordially invited. 
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INDIANA 


Dr. Hess to Speak at Civic Dinner.—Dr. Elmer Hess, Erie, Pa., 
President, American Medical Association, will be the speaker 
at the annual medical civic dinner, March 8, in the Hotel Mc- 
Curdy, Evansville, given under the sponsorship of the Vander- 
burgh County Medical Society. 


Postgraduate Programs in March.—lIn its current postgraduate 
series, designed for both the specialist and the physician in 
general practice, the Indiana University School of Medicine, 
Bloomington-Indianapolis, will present the following programs: 
March 7, Neurology and Neurosurgery: Cerebrovascular disease; con- 
vulsive disorders; neurosurgical correction of conditions leading to 
mental deficiency 
March 21, Gerontology: Medical problems of the aged and aging 
March 26, Clinical and Anatomical Course in Otorhinolaryngology: 
Limited to physicians in and residents in training for this specialty 
March 27-28, Symposium on Malignancy: Intracranial neoplasms— 
pathology, diagnostic methods, and treatment. 


KENTUCKY 

Infectious Hepatitis—The Kentucky State Health Department 
and the Public Health Service, together with the health depart- 
ment staffs of 16 selected counties, are cooperating in a study 
of the ways by which infectious hepatitis is spread and the 
steps that can be taken to control it in Kentucky, where more 
than 1,000 cases have been reported in each of the last three 
years. Dr. James Mosely, of the Atlanta (Ga.) Communicable 
Disease Center, has been assigned to assist Dr. Irwin Schafer, 
epidemiologist in the department’s division of preventive medi- 
cine, in carrying out the study. 


Personal.—Dr. Gradie R. Rowntree, Louisville, a past-president 
of the Jefferson County Medical Society, has been given the 
annual Physicians award of the President's Committee on Em- 
ployment of the Physically Handicapped for his “outstanding 
contribution to the welfare and employment of the physically 
handicapped.” Dr. Rowntree is medical director of the Fawcett- 
Dearing plant, which has a long-established policy of employing 
handicapped workers and which has been made the subject of 
an educational film by the U. S. Public Health Service. Dr. 
Rowntree, who left public service when he resigned his post as 
city-county health director in 1947 to join Fawcett-Dearing, has 
since directed a state committee for employment of the handi- 
capped, the local committee for study of heart diseases in in- 
dustry, and the state committee for the study of alcoholism 


LOUISIANA 

Rudclph Matas Lecture.—The ninth annual Rudolph Matas 
Lecture will be presented at 3 p. m., March 12, in the auditorium 
of the Hutchinson Memorial Medical Building under the sponsor- 
ship of the Nu Sigma Nu medical fraternity at Tulane Univer- 
sity, New Orleans. Dr. Owen H. Wangensteen, professor of 
surgery, University of Minnesota Medical School, Minneapolis, 
will discuss “Surgical Treatment of Peptic Ulcers.” 





Course in Reconstructive Nasal Surgery.—The departments of 
otolaryngology of the Louisiana State University School of 
Medicine and Tulane University of Louisiana School of Medicine 
will sponsor a course in reconstructive surgery of the nasal 
septum and external pyramid in New Orleans March 10-17 with 
the cooperation of the American Rhinologic Society and under 
the direction of Dr. Maurice H. Cottle, professor and head of 
the department of otolaryngology, Chicago Medical School. The 
assisting guest faculty will include Drs. Walter J. Aagesen, 
Anderson, Ind.; Frederick W. Beck, Oakland, Calif.; Max Born- 
stein, Louisville, Ky.; James Chessen, Denver; George G. 
Fischer, Wilmette, Ill.; Irwin E. Gaynon, Milwaukee; Harvey C. 
Gunderson, Toledo, Ohio; Richard B. Hadley, Rye, N. Y.; 
Robert M. Hansen, Portland, Ore.; Kenneth H. Hinderer, Pitts- 
burgh; John A. Kirschner and Charles Petrillo, New Haven, 
Conn.; Walter E. Loch, Baltimore; Roland M. Loring, Chicago; 
Joseph H. Ogura, St: Louis; Ivan W. Philpott, Denver; Ralph H. 
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Riggs, Shreveport, La.; Pinckney W. Snelling, Hartford, Conn.; 
Carl B. Sputh Jr., Indianapolis; and Russell I. Williams, 
Cheyenne, Wyo. 


Conference on Leukemia.—A conference for investigators in 
leukemia will be sponsored in New Orleans, April 10-11, by the 
Louisiana division of the American Cancer Society. Principals 
include Dr. William R. Arrowsmith of the Ochsner Clinic, Dr. 
G. John Buddingh, Louisiana State University School of Medi- 
cine, New Orleans, and Dr. Charles C. Sprague, Tulane Univer- 
sity of Louisiana School of Medicine, New Orleans; Dr. Joseph 
H. Burchenal, Sloan-Kettering Institute for Cancer Research, 
New York; Dr. Walter J. Burdette, University of Missouri School 
of Medicine, Columbia; Dr. Jacob Furth of Children’s Cancer 
Research Foundation, Boston; Dr. Alfred A. Gellhorn, Colum- 
bia University College of Physicians and Surgeons, New York; 
Dr. Ludwik Gross of the Veterans Administration Hospital, 
New York; Dr. Arthur Kirschbaum, Baylor University College 
of Medicine, Houston, Texas; Lloyd W. Law, Ph.D., National 
Cancer Institute, Bethesda, Md.; Dr. Jerome T. Syverton, Univer- 
sity of Minnesota Medical School, Minneapolis; and Dr. Arthur 
C. Upton of the Oak Ridge (Tenn.) National Laboratory. Those 
desiring to attend should communicate with the American 
Cancer Society, 822 Perdido St., New Orleans, before April 1. 


MARYLAND 

Personal.—Lloyd W. Law, Ph.D., physiologist and head of the 
leukemia studies section, Laboratory of Biology, National 
Cancer Institute, Bethesda, Md., received the newly established 
American Association for the Advancement of Science-Anne 
Frankle Rosenthal memorial award for cancer research, a $1,000 
prize, supported by the Richard and Hinda Rosenthal Founda- 
tion. 


Sesquicentennial Observance.—The University of Maryland, 
College Park, will begin celebrating its sesquicentennial and 
centennial anniversaries March 6 and conclude with commence- 
ment in June, 1957. The sesquicentennial observance marks the 
establishment of the College of Medicine of Maryland in 1807 
and the centennial commemoration that of Maryland College of 
Agriculture. Both colleges formed the nucleus of the University 
of Maryland. A committee appointed to work on a special 
publication dealing with the histories of each college and school 
will issue a brochure in March. The over-all planning committee 
includes Dr. Clifford G. Blitch, director of University Hospital, 
and Dr. William S. Stone, director of medical education and 
research. 


Institute of Acarology.—The University of Maryland, College 
Park, offers an Institute of Acarology, July 16-Aug. 3, for 
entomologists, parasitologists, zoologists, and advanced students 
in biology. The part played by mites and ticks in the epidemi- 
ology of the encephalitides, tsutsugamushi fever, “Q” fever, 
hemorrhagic fever, and other diseases will be studied. The staff 
will consist of Edward W. Baker, Ph.D., U. S. Department of 
Agriculture, Washington, D. C.; Joseph H. Camin, Ph.D., 
Chicago Academy of Sciences; Russell W. Strandtmann, Ph.D., 
Texas Technological College, Lubbock; and George Anastos, 
Ph.D., and George W. Wharton, Ph.D., of the University of 
Maryland. Information can be obtained from G. Anastos, 
Department of Zoology, University of Maryland, College Park. 


MASSACHUSETTS 


Aaron Brown Lectureship.—The Alpha Omicron chapter of Phi 
Delta Epsilon fraternity at the Boston University School of 
Medicine will hold its 11th Aaron Brown Lectureship March 6, 
5-6 p. m., in the auditorium of Building A at the school of 
medicine. Dr. Richard H. Sweet, Boston, will discuss “The 
Diagnosis and Clinical Characteristics of Mediastinal Tumors.” 


Dr. Gross Receives Medal.—On Feb. 9 the Buffalo Surgical 
Society awarded its gold medal to Dr. Robert E. Gross, Ladd 
Professor of Children’s Surgery, Harvard Medical School, 
Boston, and surgeon-in-chief at the Children’s Hospital, Boston. 
Presentation of the medal, given for the ninth time in honor 
of Dr. Roswell Park, professor of surgery, University of Buffalo, 
1883-1914, followed the Roswell Park Lecture by Dr. Gross. 
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MICHIGAN 
Society News.—At its meeting in the auditorium of the Wayne 
University College of Medicine, Detroit, 8:30 p. m., March §, 
the Wayne County Medical Society will hear Clarence Cook 
Little, Sc.D., Bar Harbor, Maine, talk on “Research on Effects 
of Tobacco.” 


Scholarships Available—The Michigan State Board of Al- 
coholism is again making scholarships available for the Yale 
Summer School of Alcohol Studies in New Haven, Conn. These 
$250 scholarships include registration fee, tuition, and room and 


-board (exclusive of Sunday meals). They are designed to give 


physicians and other professional persons a better understanding 
of alcoholism. Deadline for submitting applications is March 12. 
Information may be obtained from George Nimmo, Educational 
Director, Michigan State Board of Alcoholism, Box 686, 
Lansing 2. 


MISSOURI 


Personal.—A symphonic suite, “Father Abraham” (vignettes on 
the life of Abraham Lincoln), composed by Dr. Vincent T. 
Williams, Kansas City, had its premiere in Topeka, Kan., where 
it was presented by the Symphony Orchestra, Everett Fetter, 
conductor. 


Dr. McMahon Named Chief of Internal Medicine.—Dr. 
Alphonse McMahon, associate professor of internal medicine, 
St. Louis University School of Medicine, has been appointed 
chief, department of internal medicine, St. John’s Hospital, St. 
Louis. He will continue as chief of staff and a member of the 
council of the hospital. He succeeds Dr. Charles Hugh Neilson, 
professor of internal medicine, St. Louis University School of 
Medicine, who resigned as chief of the department at St. John’s 
Hospital but will continue on the staff. Dr. Neilson, who came 
to St. Louis University from Chicago in 1904 to become associ- 
ate professor of physiological chemistry, resigned as associate 
dean of the school after 21 years in that capacity. He is a former 
president of the St. Louis Medical Society. 


NEW JERSEY 

New Blood Bank.—Dr. Julius A. Klosterman, Bogota, was 
recently appointed medical director of the newly established 
Bergen Community Blood Bank, succeeding Dr. H. Preston 
Price, who resigned. Dr. Klosterman served on the faculty of 
the New York University School of Medicine from 1925 until 
1941. Since his discharge from the Army in 1948, he has been 
in general practice in Bogota. 


Hospital News.—The Atlantic City Hospital will have as visiting 
chiefs pro tem. Dr. Charles J. Barone, professor of obstetrics, 
University of Pittsburgh School of Medicine, March 5-9; Dr. 
J. Edward Berk, director, department of medicine, Sinai Hospital 
of Detroit, March 12-16; Dr. Thomas McP. Brown, professor 
of medicine, George Washington University School of Medicine, 
Washington, D. C., March 19-23; and Dr. Robert L. McMillan 
Sr., professor of clinical medicine, Bowman Gray School of 
Medicine of Wake Forest College, Winston-Salem, N. C., March 
26-30. 


NEW YORK 

Ceiling Projectors Available for Shut-Ins.—The Buffalo Con- 
sistory has announced a program for placing ceiling projectors 
in hospitals and homes of the Buffalo area as a completely free 
“service for shut-ins.” The consistory, which has some $19,000 
invested in 75 machines and more than 2,000 books for adults 
and for children, invites all physicians having a patient in need 
of a ceiling projector to contact the Buffalo and Erie County 
Public Library, 120 W. Eagle St., Buffalo (telephone Mohawk 
8100, extension 55), or Buffalo Consistory, 320 Pearl St., Buffalo 
(telephone Cleveland 8864). The machine will be delivered and 
set up and the patient instructed in its operation within 24 hours. 


Personal. 





Dr. DuMont F. Elmendorf Jr., who has been serving 


provisionally as assistant director for clinical research in the 
division of laboratories and research, New York State Depart- 
ment of Health, has been permanently appointed to the post. 
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Before coming to the state health department, Dr. Elmendorf 
did research in venereal disease at Johns Hopkins Hospital, 
Baltimore, and in the infectious disease division, department of 
medicine, New York Hospital-Cornell Medical Center——The 
New York State Psychiatric Institute announces that Dr. Leon 
Roizin has been appointed principal research scientist, neuro- 
pathology, to succeed Dr. Armando Ferraro, who retired in 
1955, Dr. I. Herbert Scheinberg resigned at the institute as 
principal research scientist, internal medicine, to accept the 
post of associate professor of medicine at the Albert Einstein 
School of Medicine, New York City. The institute has appointed 
Dr. Bernard C. Holland to succeed Dr. Scheinberg. Dr. 
Matthew N. Levy, associate professor of physiology, Albany 
Medical College of Union University, has received a travel 
award to attend the 20th International Physiological Congress 
in Brussels, Belgium, July 30-Aug. 4, where he will discuss “The 
Effect of the Viscosity of Blood upon the Resistance to Blood 
Flow.” 





Symposium on Schizophrenia.—The Society of Medical Psycho- 
analysts of New York will present a symposium on schizophrenia 
as seen in psychoanalytic office practice, March 10-11, at the 
Hotel Delmonico, New York City. Topics for discussion include 
the nature of extramural schizophrenia, schizophrenic conscious- 
ness and practice, conceptual vicissitudes of the idea of schizo- 
phrenia, selection of schizophrenic patients in office practice, 
treatment of asocial tendencies in ambulatory schizophrenia, and 
the psychic structure and the psychoanalytic therapy of latent 
schizophrenia. There will be two round-table discussions of 
clinical problems, with special relation to transference problems 
and anxiety and panic reactions. The principal speakers will be 
Drs. Nathan W. Ackerman, Irving Bieber, Gustav Bychowski, 
New York; Joseph O. Chassell, Stockridge, Mass.; Ralph M. 
Crowley, New York; Gerard Chrzanowski, Jamaica, L. L.; 
Oskar Diethelm, New York; Stanley H. Eldred, Washington, 
D. C.; Saul H. Fisher, New York; Alexander Gralnick, Port 
Chester; Lewis B. Hill, Towson, Md.; Mary White Hinckley, 
Elizabeth Kilpatrick, Lawrence C. Kolb, Simon H. Nagler, Lilly 
Ottenheimer, Alfred H. Rifkin, Janet M. Rioch, Bernard S. 
Robbins, William V. Silverberg, Clara M. Thompson, Cornelia 
B. Wilbur, Alexander Wolf, and Gregory Zilboorg, New York. 
This program is presented in cooperation with the sesquicenten- 
nial of the Medical Society of the County of New York, as part 
of the theme “New Horizons in Medicine.” Admission is by 
card only, available from Dr. Joseph H. Merin, Chairman, Com- 
mittee on Arrangements, 49 E. 78th St., New York City 21. 


New York City 

Meeting of Cancer Society—The New York Cancer Society 
will meet March 6, 8:30 p. m., at the New York Academy of 
Medicine, Hosack Hall, Fifth Avenue at 103rd Street. “The 
Present Status of Adrenalectomy and Hypophysectomy in 
Metastatic Cancer of the Breast” will be considered by Dr. 
Bronson S. Ray, New York Hospital (Surgery), Dr. James J. 
Nickson, Memorial Center for Cancer and Allied Diseases 
(Radiotherapy), and Dr. Olof H. Pearson, Sloan-Kettering In- 
stitute for Cancer Research (Management). Physicians and 
medical students are cordially invited. 


Evaluation of Medical Center Programs.—Dr. George E. Arm- 
Strong, director, announces that a study program, designed to 
determine the methods by which a medical center can best 
relate its program to the, needs of the community, has been 
launched at New York University-Bellevue Medical Center. Dr. 
Allen O. Whipple, Princeton, N. J., emeritus Valentine Mott 
Professor at Columbia University College of Physicians and 
Surgeons, will serve as consultant on a part-time basis, with the 
full-time cooperation of Dr. William N. Hubbard Jr., associate 
dean, New York University College of Medicine, and Dr. Ray- 
mond §. Jackson, associate professor of medicine, New York 
University Post-Graduate Medical School. The study program 
has been made possible by a grant from the Commonwealth 
fund, 


Conference on Drug Evaluation.—The New York Academy of 
Sciences will hold a conference on experimental methods for 
the evaluation of drugs, March 8-9, at the Barbizon-Plaza Hotel 
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(101 W. S8th Street at Sixth Avenue). Discussion topics include 
collagen diseases, angina pectoris, cardiac arrhythmias, athero- 
sclerosis, and disorders of the central nervous system. Out-of- 
state participants will include the following physicians: Brad- 
ford N. Craver, New Brunswick, N. J.; Joseph Seifter and 
William E. Ehrich, Philadelphia; Hans Selye, Montreal, Canada; 
Donald E. Gregg and Vernon G. Vernier, Washington, D. C.; 
Louis N. Katz and Jeremiah Stamler, Chicago; Wilhelm Raab, 
Burlington, Vt.; Luther L. Terry, Daniel Steinberg, and Donald 
S. Frederickson, Bethesda, Md.; John W. Gofman, Berkeley, 
Calif.; Arthur C. Corcoran, Cleveland; Jose M. R. Delgado, 
New Haven, Conn.; and Edward F. Domino, Ann Arbor, Mich. 


OHIO 


Seminar in Gastroenterology.— The second annual seminar in 
gastroenterology will be presented by the medical staff of Huron 
Road Hospital (13951 Terrace Rd., Cleveland) March 27-28 
Presentations by out-of-state speakers include: 
Sickle Cell Anemia with Abdominal Crisis, Henry G. Rudner Jr 
Memphis, Tenn 
Tube Feeding, James Barron, Detroit 
Management of Hepatic Coma, Donald Berkowitz, Philadelphia 
Medical Aspects of Carcinoma of the Pancreas, Charles M. Thompson, 
Philadelphia. 
Adrenal Influences on the Gastrointestinal Tract, Seymour J. Gray 
Boston. 
Intestinal Obstruction in the Infant and Newborn, William B. Kiese 
wetter, Pittsburgh. 
Diagnosis and Treatment of Polyps of the Rectum and Sigmoid, 
Robert T. McCarty, Milwaukee. 
Achalasia, Arthur M. Olsen, Rochester, Minn. 
Anxiety Tension State and the Gastrointestinal Tract, Richard M. Stein- 
hilber, Rochester, Minn. 
Hazards of Antibiotics, Abraham H. Aaron, Buffalo 


The banquet address, “A New Concept in the Etiology of Gastric 
and Duodenal Ulcers,” will be delivered by Dr. Lester R. Drag- 
stedt, professor of surgery, University of Chicago School of 
Medicine. Registration fee ($20) includes two luncheons and 
the banquet. 


WASHINGTON 


Public Health Forums.—The King County Medical Society, the 
University of Washington School of Medicine, and the Seattle 
Times have scheduled four free public forums, to be presented 
as “Adventures in Medicine” on Tuesday evenings at Meany 
Hall, University of Washington. On March 6 “Emotional 
Problems of Parenthood” will be discussed; on March 13, “So 
You Want a Baby”; on March 20, “Obesity—A Narrow “Look 
at a Broad Subject”; and on March 27, “Alcoholism.” 


WEST VIRGINIA 


Legislative Session on Mental Health Televised.—At a joint ses- 
sion of the West Virginia Legislature at Lakin State Hospital in 
Lakin, Jan. 17, a review of mental health problems in West 
Virginia was given in the following program: 

The Acute and the Chronic Patient; the Situation at Spencer, Isaac (¢ 
East, superintendent, Spencer State Hospital 

Intensive Treatment vs. Custodial Care; the Situation at Weston, H. Sin 
clair Tait, superintendent, Weston State Hospital. 

The Accredited Mental Hospitals—What They Are and Why They Are 
Important; the Situation at Huntington, Hiram W. Davis, superin- 
tendent, Huntington State Hospital. 

The St. Marys Story, Ralph H. Zemer, superintendent, West Virginia 
Training School. 

The Need for Ancillary Personnel in the Intensive Treatment Program, 
Simon O. Johnson, superintendent, Lakin State Hospital 

The Huntington Demonstration, Hiram W. Davis, superintendent, and 
Charles G. Polan, consulting psychiatrist, Huntington State Hospital. 

The Lakin Demonstration, Simon O. Johnson, superintendent, Lakin 
State Hospital, assisted by Mildred Bateman, clinical director, and 
Kathryn A. Rainbow, staff physician. 

Problems That Cross the Desk of a Board of Control Member, Mrs 
Betty Sammons Blosser, member-secretary, West Virginia Board of 
Control. 

Summary of State’s Mental Health Problem, Mr. L. Steele Trotter, 
treasurer, West Virginia Board of Control. 

Recommendations of the Board of Control, Mr. James M. Donohoe, 
president, West Virginia Board of Control. 


The guest speaker at the luncheon was Dr. Margaret E. Morgan, 
Indianapolis, Indiana Commissioner of Mental Health. The pro- 
gram was televised nationally. 
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Personal.—The following physicians have been elected to honor- 
ary life membership in the West Virginia State Medical Associ- 
ation: James S. Klumpp, Huntington; Audia O. Kelly, Wallace; 
and Robert D. Harman, Kingwood. Dr. Charles Y. Moser, 
Kingwood, is serving his 20th term as secretary-treasurer of the 
Preston County Medical Society, having been reelected in Janu- 
ary. Dr. Moser, who received the degree of master of public 
health from Johns Hopkins University, Baltimore, in 1946, has 
served as health officer of Preston County since 1935. 





WISCONSIN 

Society News.—At the meeting of the Medical Society of Mil- 
waukee County March 8, 8:15 p. m., in the Milwaukee Athletic 
Club, “Medical Aspects of the Atomic Energy Program” will 
be considered by Dr. John Z. Bowers, dean of the University of 
Wisconsin Medical School, Madison. 


HAWAII 

Society News.—The Hawaiian Society of Anesthesiologists has 
been formed, with as president, Dr. Carl E. Johnsen, Honolulu; 
vice-president, Dr. Ted Nishijima; secretary, Dr. Clifford K. 
Chock, Honolulu; and delegate to the American Society of 
Anesthesiologists, Dr. E. Wonsik You, Honolulu. 





Personal.—Dr. Nils P. Larsen, Honolulu, recently spoke before 
the Planned Parenthood Association in Tokyo about “Proper 
Birth Spacing as a Factor in Improved Community Health.” 
Dr. Walter B. Quisenberry, Honolulu, recently spoke before 
the California division of the American Cancer Society in San 
Francisco and the Inter-Society Cytology Council in Cleveland 
and attended the annual meeting of the American Cancer Society 
in New York City. 





Centennial Meeting in Honolulu.—The effect of race, climate, 
and diet on disease will be the theme of the scientific sessions 
in Honolulu during the centennial celebration of the Hawaii 
Medical Association, April 22-29. The convention will com- 
memorate the grant of the original charter of incorporation to 
10 petitioning physicians by the Privy Council of Kamehameha 
IV, King of Hawaii, in 1856. The medical profession in Hono- 
Julu invites all mainland doctors and their families. The festivities 
will include a pageant dramatizing 100 years of medicine in 
Hawaii; a traditional luau (Hawaiian feast) with Polynesian 
entertainment; programs at the Sugar Planters Experiment Sta- 
tion, the Bishop Museum, and the Academy of Arts; and tours 
to Pearl Harbor and around the islands. There will be time to 
enjoy swimming, deep-sea fishing, the sunny beaches, colorful 
trees in full bloom, balmy days and cool, refreshing nights, fresh 
flower leis, and the aloha of a friendly people. Dr. Elmer Hess, 
Erie, Pa., who will participate, will be the first A. M. A. president 
to make an Official visit to the Hawaii Medical Association. 
Among the many doctors and their families from the United 
States will be a group of fellows of the American College of 
Physicians flying to Hawaii immediately after their convention 
in Los Angeles. Information may be obtained from the Hawaii 
Medical Association, 510 S. Beretania St., Honolulu 13, Hawaii. 


GENERAL 

Easter Seal Campaign.—The National Society for Crippled 
Children and Adults will open its 1956 Easter Seal Campaign 
March 10. The annual nationwide appeal, which marks 35 years 
of service, will continue through April 10. The Easter Seal funds 
finance hundreds of direct services to crippled children and adults 
in each of the states, the District of Columbia, Alaska, Hawaii, 
and Puerto Rico. More than 90% of the funds contributed 
during the Easter Seal campaign remains in the area in which 
it was collected for local services to the crippled. The remainder 
helps support a nationwide program of education, direct services, 
and research, including the Easter Seal Research Foundation. 


Surgeons Meet in Colorado Springs.—The American College of 
Surgeons will hold a sectional meeting March 5-7 at the Broad- 
moor Hotel, Colorado Springs, Colo., under the chairmanship 
of Dr. George W. Bancroft, Colorado Springs. Panel discussions 
have been scheduled on surgical lesions of the breast and on 
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peptic ulcer, and symposiums on management of mass casualties, 
trauma, and cancer. Guest speakers include: Drs. Waltman 
Walters, Rochester, Minn.; Warren H. Cole, Walter G. Maddock, 
and Clinton L. Compere, Chicago; Henry G. Schwartz and Frank 
McDowell, St. Louis; Lawrence S. Fallis, Detroit; George S. 
Phalen, Cleveland; Albert W. Hartman Jr., San Antonio, Texas: 
James B. Hartgering, Joseph R. Shaeffer, and John W. Cronin, 
Washington, D. C.; and William C. Keettel and John H. Randall, 
lowa City. 


Television Program on Mental Health.—The 90-minute drama 


_ penetrating the world of mental patients, to be broadcast over 


the CBS television network between 5 and 6:30 p. m. EST on 
March 18, will be the longest show of its kind ever offered to 
television viewers. Entitled “Out of Darkness,” the program is 
being produced by the CBS section on public affairs in con- 
sultation with the American Psychiatric Association and the 
National Association for Mental Health. The program, which 
is aimed at focusing public attention on mental illness, its causes 
and treatment, also will demonstrate evidence of medical prog- 
ress in this field. Medical narrator, Dr. William C. Menninger, 
Topeka, Kan., director, neuropsychiatric consultants division of 
the U. S. Army in World War II, will guide the television audi- 
ence, explaining modern treatment programs and the need for 
continuing research. 


Conference on Schizophrenia.—The American Psychiatric Asso- 
ciation will hold its Mid-Atlantic Regic:.al Research Conference, 
“Research Techniques in Schizophrenia,” under the sponsorship 
of the department of psychiatry, Georgetown University School 
of Medicine, March 9-10, in Gaston Hall, Healy Building, on 
the university campus in Washington, D. C. The registration 
fee is $3, but there is no fee to medical students, interns, or 
residents. “Mental Symptoms Caused by Reduction of Ordinary 
Levels of Physical Stimuli on Intact Healthy Persons” will be 
discussed by Dr. John C. Lilly, National Institutes of Health, 
Bethesda, Md. Luncheon in the students’ cafeteria will be 
followed by “An Empirical Socio-Psychiatric Approach to the 
Development of Schizophrenia” by Jerome K. Myers, Ph.D., 
Yale University School of Medicine, New Haven, Conn., and 
“Application of Life-Table Methodology to the Study of Mental 
Hospital Populations” by Morton Kramer, Sc.D., National In- 
stitutes of Health, Bethesda, Md. Saturday morning “The Re- 
lationship of the Therapist and the Outcome of Therapy in 
Schizophrenia” will be presented by Drs. Barbara J. Betz and 
John C. Whitehorn, Johns Hopkins University School of Medi- 
cine, Baltimore, and “Operant Conditioning Methods Applied 
to Research in Chronic Schizophrenia” by Ogden R. Lindsley, 
Ph.D., Harvard University. Written questions may be submitted 
from the floor. 


Society News.—The 1956 meeting of the American Academy 
of Neurological Surgery has been changed from Oct. 31-Nov. 3, 
as originally announced, to Nov. 7-11 at the Camelback Inn, 
Phoenix, Ariz. The American Academy of Dermatology and 
Syphilology recently elected Dr. George M. Lewis, New York, 
president; Dr. Samuel W. Becker Sr., Chicago, vice-president; 
Dr. James R. Webster, Chicago, secretary-treasurer; and Dr. 
Robert R. Kierland, Rochester, Minn., assistant secretary- 
treasurer. A regional meeting of the United States division 
of the International Fertility Association will be held at the 
Schenley Park Hotel, Pittsburgh, March 14. Physicians are in- 
vited. Information may be obtained from Dr. Maxwell Roland, 
Chairman, Liaison Committee, 1141 Eastern Parkway, Brook- 
lyn 13. The International Federation of Physical Medicine 
has elected Dr. Frank H. Krusen, Rochester, Minn., president 
to succeed the late Dr. Thomas Jeeves (Lord) Horder, who died 
Aug. 15, 1955. Dr. Krusen, who will preside at the 1956 meeting 
to be held in Copenhagen, Denmark, has been head of the section 
on physical medicine, Mayo Clinic, since 1935. He is a past- 
chairman of the A. M. A. Council on Physical Medicine and 
Rehabilitation (now the Council on Medical Physics). The 














Eastern Psychiatric Research Association, recently chartered in 
New York State, has chosen as president, Dr. David J. Im- 
pastato, New York; vice-president, Dr. Leo Alexander, Boston; 
and secretary-treasurer, Dr. Theodore R. Robie, East Orange, 
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N. J. The association will hold four meetings a year. An in- 
centive prize will be awarded for the presentation of the best 
scientific report. Members of the executive committee are Drs. 
William L. Holt, Emerick Friedman, and Harvey B. Lang, 
Albany, N. Y., and Dr. Joseph L. Epstein, Katonah, N. Y. For 
information, address Dr. Theodore R. Robie, 676 Park Ave., 
East Orange, N. J. 


LATIN AMERICA 


Otorhinolaryngologists Meet in San Juan.—The fifth Pan Ameri- 
can Congress of Otorhinolaryngology and Bronchoesophagology 
will convene April 8-12 in San Juan, Puerto Rico, under the 
presidency of Dr. J. H. Font. Package tours for the convention 
are available from New York, Miami, New Orleans, and Chi- 
cago. Numerous activities have been arranged, including deep- 
sea fishing, golf, sight-seeing, and receptions. Registration fee, 
$20; associate members and guests, $10. 


FOREIGN 


Seminar Congresses in Pathology.—In its seminar congresses in 
pathology, the American Medical Society of Vienna will present 
the following programs by the medical faculty of the University 
of Vienna: 

May 11-12, Histological Pathology. 

July 13-14, Gross Pathology. 

Sept. 14-15, Surgical Pathology. 

Oct. 12-13, Cancer. 
Details may be obtained from the society, Vienna I, Univer- 
sitaetsstrasse 11, Cable: “Ammedic,” Vienna. 


CORRECTION 

Methyl Pentynol.—In the foreign letter entitled, “Toxic Psycho- 
sis Due to Methyl Pentynol,” in THE JouRNAL of Nov. 19, page 
1232, the Dr. F. Marley referred to is Dr. Edward Marley and 
the dose of 19 gm. three times a day in the next to the last sen- 
tence should have been 1 gm. three times a day. 





MEETINGS 








AMERICAN MEDICAL ASSOCIATION: Dr. George F. Lull, 535 North 
Dearborn St., Chicago 10, Secretary. 
1956 Annual Meeting, Chicago, June 11-15. 
1956 Clinical Meeting, Seattle, Nov. 27-30. 
1957 Annual Meeting, New York, June 3-7. 
1957 Clinical Meeting, Philadelphia, Dec. 3-6. 
1958 Annual Meeting, San Francisco, June 23-27. 
1958 Clinical Meeting, Minneapolis, Dec. 2-5. 
NATIONAL CONFERENCE ON RURAL HEALTH, Multnomah Hotel, Portland, 


Ore., Mar. 8-10. Mrs. Arline Hibbard, 535 N. Dearborn St., Chicago 10, 
Secretary. 


AERO MEDICAL ASSOCIATION, Drake Hotel, Chicago, Apr. 16-18. Dr. 
Thomas H. Sutherland, P. O. Box 26, Marion, Ohio, Secretary. 

ALABAMA, MEDICAL ASSOCIATION OF THE STATE OF, Birmingham, Apr. 19- 
21. Dr. Douglas L. Cannon, 537 Dexter Ave., Montgomery, Secretary. 

AMERICAN ACADEMY OF GENERAL PRACTICE, Hotel Statler, Washington, 
D. C., Mar. 19-22. Mr. Mac F. Cahal, Broadway at 34th Street, Kansas 
City 11, Mo., Executive Secretary. 

AMERICAN ACADEMY OF NEUROLOGY, Hotel Jefferson, St. Louis, Apr. 23-28. 
Dr. Thomas W. Farmer, Dept. of Medicine, University of North Car- 
Olina, Chapel Hill, N. C., Secretary. 

AMERICAN ACADEMY OF PEDIATRICS, Rice Hotel and Sam Houston Coli- 
seum, Houston, Texas, Apr. 16-19. Dr. E. H. Christopherson, 1801 
Hinman Ave., Evanston, Illinois, Executive Secretary. 

AMERICAN ASSOCIATION OF ANATOMISTS, Milwaukee, Apr. 4-6. Dr. Nor- 
mand L. Hoerr, 2109 Adelbert Rd., Cleveland 6, Secretary. 

AMERICAN ASSOCIATION FOR HEALTH, PHYSICAL EDUCATION, RECREATION, 
Conrad Hilton Hotel, Chicago, Mar. 24-30. Mr. Carl A. Troester Jr., 
1201 Sixteenth St., N.W., Washington 6, D. C., Executive Secretary. 

AMERICAN ASSOCIATION OF THE HiIsTORY OF MEDICINE, Washington Duke 
Hotel, Durham, N. C., Apr. 19-26. Dr. Ilza Veith, 950 East 59th St., 
Chicago 37, Executive Secretary. 

AMERICAN ASSOCIATION OF IMMUNOLOGISTS, Chalfonte-Haddon Ha!l, At- 
lantic City, N. J., Apr. 16-20. Dr. F. S. Cheever, Univ. of. Pittsburgh, 
School of Public Health, Pittsburgh 13, Secretary. 

AMERICAN ASSOCIATION OF PATHOLOGISTS AND BACTERIOLOGISTS, Nether- 
iand Plaza Hotel, Cincinnati, Apr. 26-28. Dr. Edward A. Gall, Dept. 
of Pathology, Cincinnati General Hospital, Cincinnati 29, Secretary. 
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AMERICAN ASSOCIATION OF RatiWay SurGcrons, Drake Hotel, Chicago 
Apr. 10-12. Dr. Chester C. Guy, S800 Stony Island Ave., ¢ hicago 37 
Secretary 

AMERICAN COLLEGE OF ALLERGISTS, Hotel New Yorker, New York, Apr 
15-20. Dr. Fred W. Wittich, 401 Marquette Bank Bidg., Minneapolis 2 
Secretary. 

AMERICAN COLLEGE OF PHysicians, Los Angeles, Apr. 16-20. Mr. EB. R 
Loveland, 4200 Pine St., Philadelphia 4, Executive Secretary 

AMERICAN GASTROENTEROLOGICAL ASSOCIATION, Claridge Hotel, Atlantic 
City, N. J., Apr. 27-28 Dr. H. Marvin Potlard, University Hospital 
Ann Arbor, Mich., Secretary 

AMERICAN ORTHOPSYCHIATRIC ASSOCIATION, Hotel Commodore, New York 
Mar. 15-17. Dr. Marion F. Langer, 1790 Broadway, New York 19 
Executive Secretary. 

AMERICAN PuysioL_ocicaL Society, Atlantic City, N. J., Apr. 16-20. Dr 
Allan C. Burton, University of Western Ontario, London, Ontario, 
Canada, Secretary. 

AMERICAN PsycnHosomatic Society, Sheraton Plaza, Bostean, Mar. 24-25 
Dr. Theodore Lidz, 333 Cedar St.. New Haven 11, Conn., Secretary 
AMERICAN RapiuM Society, Shamrock Hotel, Houston, Texas, Apr. 9-11 
Dr. Robert E. Fricke, 102 Second Ave. S.W., Rochester, Minn., 

Secretary. 

AMERICAN SOCIETY FOR ARTIFICIAL INTERNAL ORGANS, Atlantic City, N. J., 
Apr. 15-16. Dr. Peter F. Salisbury, Institute for Medical Research, 
4751 Fountain Ave., Los Angeles 29, Secretary. 

AMERICAN Society OF BrovtoGcicat CHeMists, Atlantic City, N. J., Apr 
15-19. Dr. Philip Handler, Duke University, Durham, N. C., Secretary 

AMERICAN SOCIETY FOR EXPERIMENTAL PaTHOLOGY, Atlantic City, N. J., 
Apr. 15-21. Dr. Cyrus C. Erickson, 874 Union Ave., Memphis 3, Tenn., 
Secretary. 

AMERICAN SOCIETY OF MAXILLOFACIAL SURGEONS, Jung Hotel, New Orleans, 
Mar. 18-21. Dr. John A. Drummond, 1414 Drummond St., Montreal, 
Canada, Secretary. 

AMERICAN SOCIETY FOR PHARMACOLOGY AND EXPERIMENTAL THERAPEUTICS, 
Atlantic City, N. J., Apr. 15-20. Dr. Carl C. Pfeiffer, Emory University 
School of Medicine, Emory University, Ga., Secretary 

AMERICAN SURGICAL ASSOCIATION, The Greenbrier, White Sulphur Springs, 
W. Va., Apr. 11-13. Dr. R. Kennedy Gilchrist, 59 East Madison St., 
Chicago 3, Secretary. 

ARIZONA MEDICAL AssociaTion, San Marcos Hotel, Chandler, Apr. 25-28 
Dr. D. W. Melick, 411 Security Bidg., Phoenix, Secretary 

ARKANSAS MEDIcaAL Socrety, Hotel Marion and Robinson Auditorium, 
Little Rock, Apr. 23-25. Mr. Paul C. Schaefer, 213 Kelley Bidg., 
Ft. Smith, Executive Secretary. 

ASSOCIATION OF AMERICAN PHYSICIANS AND SURGEONS, Columbus, Ohio 
Apr. 5-7. Dr. William L. Baughn, 1635 West 25th St., Anderson, Ind., 
Secretary. 

CONNECTICUT STATE Mepicat Society, Hamden, Apr. 24-26. Dr. Creigh 
ton Barker, 160 St. Roman St., New Haven, Executive Secretary 

DALLAS SOUTHERN CLINICAL Society, Dallas, Tex., Mar. 12-14. Miss Helga 
Boyd, 433 Medical Arts Bidg., Dallas 1, Tex., Executive Secretary 

EASTERN CONFERENCE OF RaproLocists, Lord Baltimore Hotel, Baltimore 
Mar. 15-17. Dr. Richard B. Hanchett, 705 Medical Arts Bidg., Baltimore 
1, Secretary. 

EASTERN SECTION, AMERICAN CONGRESS OF PHYSICAL MEDICINE AND 
REHABILITATION, Hotel Adelphia, Philadelphia, April 7. Dr. Harold 
Lefkoe, 1006 Medical Tower, Philadelphia 3, Secretary 

FEDERATION OF AMERICAN SOCIETIES FOR EXPERIMENTAL BioLoGy, Chal 
fonte-Haddon Hall, Atlantic City, N. J., Apr. 16-20. Mr. M. O. Lee 
2101 Constitution Ave., Washington 25, D. C., Secretary 

Hawau Mepicat Association, Reef Hotel, Honolulu, Apr. 22-29. Dr 
William S. Ito, 510 S. Beretania St., Honolulu, Secretary 

INDUSTRIAL MEDICAL ASSOCIATION, Philadelphia, Apr. 23-26 Dr. H. 
Glenn Gardiner, Inland Steel Co., East Chicago, Ind., Secretary 

INTERNATIONAL ACADEMY OF ProcTOLOGY, Drake Hotel, Chicago, Apr 
23-26. Dr. Alfred J. Cantor, 43-55 Kissena Blivd., Flushing, N. Y., 
Secretary. 

Iowa STaTE MEDICAL Society, Savery Hotel and Veterans Memorial Audi- 
torium, Apr. 22-25. Mr. Donald L. Taylor, 529 36th St., Des Moines 12, 
Executive Secretary. 

JOHN A. ANDREW CLINICAL Society, Memorial Hospital, Tuskegee Insti 
tute, Alabama, Apr. 8-13. Dr. Eugene H. Dibble Jr., John A. Andrew 
Memorial Hospital, Tuskegee Institute, Ala., Secretary 

LOUISIANA STATE MeEpDicaL Society, Hotel Bentley, Alexandria, Apr. 23-25, 
Dr. C. Grenes Cole, 1430 Tulane Ave., New Orleans 12, Secretary 

MICHIGAN CLINICAL INSTITUTE, Sheraton-Cadillac Hotel, Detroit, Mar. 7-9, 
Dr. L. Fernald Foster, 606 Townsend St., Lansing 15, Secretary 


MICROCIRCULATORY CONFERENCE, Hotel Schroeder, Milwaukee \ 


Dr. George P. Fulton, Boston University, College of Liber \ 
725 Commonwealth Ave., Boston 15, Chairman 
Missour! STATE MEpDiIcAL Association, Hotel Jefferson, St. Louis. Apr 


8-11. Dr. E. Royse Bohrer, 634 North Grand Bivd St. I ‘ 
Secretary. 

NATIONAL MULTIPLE SCLEROSIS SocieTy, New York, March 13. Mr. Sidr 
L. Smith, Suite 7 G, 270 Park Ave., New York 17, Secretary. 

NATIONAL SOCIETY POR THE PREVENTION OF BLINDNESS, Palmer House, 
Chicago, Mar. 26-28. Dr. Franklin M. Foote, 1790 Broadway, New 
York 19, Executive Director 

Onto State Mepicat Association, Cleveland, Apr. 10-13. Mr. Charlies S. 
Nelson, 79 East State St., Columbus 15, Executive Secretary 
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REGIONAL MEETINGS: 
AMERICAN COLLEGE OF PHYSICIANS: 

Honolulu, Hawaii, March 6. Dr. Nils P. Larsen, 1133 Punchbowl St., 
Honolulu 13, Hawaii, Governor. 

Kansas City, Kan., March 9. Dr. William C. Menninger, 317 West 
6th Ave., Topeka, Kan., Governor. 

Southern Illinois, Springfield, March 24. Dr. Charles H. Drenckhahn, 
602 West University Ave., Urbana, Governor. 


AMERICAN COLLEGE OF SURGEONS: 
Colorado Springs, Colo., The Broadmoor, March 5-7. Dr. George W. 
Bancroft, 106 East St. Vrain St., Colorado Springs, Colo., Chairman. 
Little Rock, Ark., Hotel Marion, March 12-13. Dr. Joseph F. Shuf- 
field, 103 East 7th St., Littlhe Rock, Ark., Chairman. 
Edmonton, Alberta, Canada, The Macdonald, Apr. 23-25. Dr. J. 
Rose Vant, 10113, 104th St., Edmonton, Alberta, Canada, Chairman. 


U. S. SECTION, INTERNATIONAL COLLEGE OF SURGEONS: 
San Jose, Calif., St. Claire Hotel, March 22-23. Dr. Charles Mathe, 
450 Sutter St., San Francisco 8, Chairman. 
Madison, Wis., Loraine Hotel, April 26-28. Dr. Arnold S. Jackson, 
Jackson Clinic, Madison, Wis., Chairman. 

SociETY OF BIOLOGICAL PsycHIATRY, Morrison Hotel, Chicago, Apr. 28-29, 
Dr. George N. Thompson, 2010 Wilshire Blvd., Los Angeles 5, Secretary. 

SOUTHEASTERN SECTION, AMERICAN UROLOGICAL ASSOCIATION, Hollywood, 
Fla., Mar. 25-29. Dr. Robert F. Sharp, 200 Carondelet St., New Orleans 
12, Secretary. 

SOUTHEASTERN SURGICAL CONGRESS, John Marshall Hotel, Richmond, Va., 
Mar. 12-15. Dr. Benjamin T. Beasley, 701 Hurt Bidg., Atlanta 3, Ga., 
Secretary. 

SOUTHERN NEUROSURGICAL SociETy, George Washington Hotel, Jackson- 
ville, Fla., Mar. 23-24. Dr. William F. Meacham, Vanderbilt University 
Hospital, Nashville 5, Tenn., Secretary. 

SOUTHWESTERN SURGICAL CONGRESS, Pioneer Hotel, Tucson, Ariz., Apr. 
16-18. Dr. C. M. O’Leary, 207 Plaza Court Bldg., Oklahoma City, 
Secretary. 

SYMPOSIUM ON FUNDAMENTAL CANCER RESEARCH, Texas Medical Center, 
Houston, Texas, Mar. 29-31. Dr. Grant Taylor, University of Texas, 
Postgraduate School of Medicine, Houston, Texas, General Chairman. 


SYMPOSIUM ON PEDIATRICS, Salt Lake City, Apr. 12-13. Dr. F. Willis 
Taylor, 1265 West 4th North, Salt Lake City 16, Chairman. 


TENNESSEE STATE MEDICAL ASSOCIATION, Peabody Hotel, Memphis, Apr. 
8-11. Dr. R. H. Kampmeier, 112 Louise Ave., Nashville 5, Secretary. 
Texas MEDICAL ASSOCIATION, Galveston, Apr. 21-25. Mr. C. Lincoln 

Williston, 1801 N. Lamar Blvd., Austin, Executive Secretary. 

THE CONSTANTINIAN SociETy, Del Monte Lodge, Pebble Beach, Calif., 
Apr. 11-14. Dr. C. F. Shook, P. O. Box 1035-36, Toledo 1, Ohio, 
Secretary. 

UniTED STATES-MEXICO BoRDER PUBLIC HEALTH ASSOCIATION, Mexicali, 
Baja Calif., and Calexico, Calif., Apr. 13-16. Dr. Sidney B. Clark, 204 
U. S. Court House, El Paso, Texas, Secretary. 

WESTERN INDUSTRIAL MEDICAL ASSOCIATION, Hotel Ambassador, Los 
Angeles, Apr. 28. Dr. Edward J. Zaik, 740 S. Olive St., Room 220, 
Los Angeles 14, Secretary. 


FOREIGN AND INTERNATIONAL 

ASSOCIATION OF INDUSTRIAL MEDICAL OFFicers, London School of Hygiene 
and Tropical Medicine, London W.C.1, England, Sept. 24-28, 1956. Dr. 
J. A. A. Mekelburg, Peek, Frean and Company, Ltd., Keetons Rd., 
Bermondsey, London, S.E.16, England, Honorable Secretary. 

BRITISH MEDICAL ASSOCIATION, Brighton, England, July 9-13, 1956. Dr. 
Angus Macrae, B. M. A. House, Tavistock Square, London, W.C.1, 
England. 

CANADIAN MEDICAL ASSOCIATION, Quebec, P. Q., Canada, June 10-14, 1956. 
Dr. Arthur D. Kelly, 150 St. George St., Toronto 5, Ont., Canada, 
Secretary. 

CONFERENCE OF INTERNATIONAL UNION FOR HEALTH EDUCATION OF THE 
Pusiic, Rome, Italy, April 27-May 5, 1956. Mr. Lucien Viborel, 92 
rue St. Denis, Paris 1¢*, France, Secretary-General. 

CONGRESS OF FRENCH SOCIETY OF OPHTHALMOLOGY, Paris, France, May 
6-10, 1956. Dr. Marcel Kalt, 81 rue Saint-Lazare, Paris 9e, France, 
Secretary. 

CONGRESS OF INTERNATIONAL ANESTHESIA RESEARCH Society, Miami Beach, 
Fla., U.S.A., April 9-12, 1956. For information write: Mrs. L. Mc- 
Mechan, 318 Hotel West Lake, Rocky River, Ohio, U. S. A. 

CONGRESS OF INTERNATIONAL ASSOCIATION OF LIMNOLOGY, Helsinki, Fin- 
land, July 26-Aug. 7, 1956. For information address: Dr. H. Luther, 
Snellmansgatan 16 C 36, Helsinki, Finland. 

CONGRESS OF INTERNATIONAL ASSOCIATION OF LOGOPEDICS AND PHONIATRICS, 
Barcelona, Spain, Sept. 3-7, 1956. Dr. J. Perello, Provenza 319, Bar- 
celona 9, Spain, Secretary-General. 

CONGRESS OF INTERNATIONAL SOCIETY OF HEMATOLOGY, Hotel Somerset, 
Boston, Mass., U.S.A., Aug. 27-Sept. 1, 1956. Dr. W. C. Moloney, 
39 Bay State Road, Boston, Mass., U.S.A., Secretary. 

CONGRESS OF INTERNATIONAL UNION AGAINST TUBERCULOSIS, New Delhi, 
India, Jan. 3-6, 1957. For information address: Secretariat, The Union, 
66 Boulevard Saint-Michel, Paris 6e, France. 


CONGRESS OF LATIN SOCIETY OF OPHTHALMOLOGY, Madrid, Spain, April 
24-28, 1956. For information address: Dr. Costi, Montalban 3, Madrid, 
Spain. 
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EuropeaAN CONGRESS OF ALLERGOLOGY, Florence, Italy, Sept. 12-15, 1956. 
Prof. Umberto Serafini, Instituto de Patologia Medica, Viale Morgagni, 
Florence, Italy, Secretary-General. 

EUROPEAN CONGRESS OF CARDIOLOGY, Stockholm, Sweden, Sept. 10-14, 
1956. Dr. Karl Erik Grewin, Sodersjukhuset, Stockholm, Sweden, Gen- 
eral Secretary. 

EUROPEAN SYMPOSIUM ON VITAMIN Biz, Hamburg, Germany, May 22-26, 
1956. For information write: Doz. Dr. H. Bauer, Nervenklinik, 
Hamburg-Eppendorf, Germany. 

HEALTH CONGRESS, ROYAL SOCIETY FOR THE PROMOTION OF HEALTH, Black- 
pool, England, April 24-27, 1956. Mr. P. Arthur Wells, 90 Buckingham 
Palace Road, London S.W. 1, England, Secretary. 


INTER-AMERICAN CONGRESS OF CARDIOLOGY, Havana, Cuba, Nov. 4-10, 
1956. For information address: Dr. Ramon Aixala, Apartado 2108, 
Havana, Cuba. 

INTERNATIONAL ACADEMY OF PaTHOLOGY, Cincinnati, Ohio, U. S. A,, 
April 24-25, 1956. Dr. F. K. Mostofi, Armed Forces Institute of 
Pathology, Washington 25, D. C., U. S. A., Secretary. 

INTERNATIONAL CONGRESS AGAINST ALCOHOLISM, Istanbul, Turkey, Sept. 
10-15, 1956. For information address: International contre |’Alcoolisme, 
Case Gare 49, Lausanne, Switzerland. 


INTERNATIONAL CONGRESS ON ANIMAL REPRODUCTION, Arts School, Univer- 
sity of Cambridge, Cambridge, England, June 25-30, 1956. Dr. Joseph 
Edwards, Production Division, Milk Marketing Board, Thames Ditton, 
Surrey, England, Hon. Secretary. 

INTERNATIONAL CONGRESS OF ANTHROPOLOGICAL AND ETHNOLOGICAL Sc1- 
ENCES, Philadelphia, Pa., U. S. A., Sept. 2-9, 1956. Dr. William N. 
Fenton, National Research Council, Division of Anthropology and 
Psychology, 2101 Constitution Avenue, Washington 25, D. C., U. S. A., 
Secretary-General. 


INTERNATIONAL CONGRESS OF DIETETICS, Congress Palace, Esposizione 
Universale Roma, Rome, Italy, Sept. 10-14, 1956. Prof. E. Serianni, 
Associazione Dietetica, Italiana, via dei Penitenzieri N. 13, Rome, Italy, 
Secretary General. 

INTERNATIONAL CONGRESS ON DISEASES OF THE CHEST, Cologne, Germany, 
Aug. 19-23, 1956. Mr. Murray Kornfeld, 112 East Chestnut St., 
Chicago 11, Illinois, U. S. A., Executive Director. 

INTERNATIONAL CONGRESS OF ENTOMOLOGY, Montreal, Canada, Aug. 17-25, 
1956. Mr. J. A. Downes, Science Service Bldg., Carling Ave., Ottawa, 
Ont., Canada, Secretary. 


INTERNATIONAL CONGRESS OF GASTROENTEROLOGY, London, England, July 
18-21, 1956. Mr. Hermon Taylor, London Hospital, White Chapel, 
London E.1, England, Honorable Secretary. 

INTERNATIONAL CONGRESS OF HEALTH TECHNICIANS, Maison de la Mutualite, 
Paris, France, June 5-8, 1956. For information address: Mr. M. H. 
Thoillier, 37 Rue de Monthlon, Paris 9e, France. 

INTERNATIONAL CONGRESS FOR THE HIsTORY OF SCIENCE, Florence and 
Milan, Italy, Sept. 3-10, 1956. Dr. M. L. Bonelli, Instituto di Ottica, 
Arcetri, Florence, Italy, Secretary-General. 


INTERNATIONAL CONGRESS OF HUMAN GENETICS, Copenhagen, Denmark, 
Aug. 1-6, 1956. For information address: The University Institute for 
Human Genetics, Tagensvej 14, Copenhagen N, Denmark. 


INTERNATIONAL CONGRESS OF HyDATID DISEASE, Athens, Greece, Sept. 
14-18, 1956. Prof. B. Kourias, Croix-Rouge Hellenique, 1 rue Mac- 
kenzie King, Athens, Greece, Secretary-General. 

INTERNATIONAL CONGRESS ON INFECTIOUS PATHOLOGY, Lyon, France, May 
24-26, 1956. General Secretariat: Institut Pasteur de Lyon, 77 rue 
Pasteur, Lyon, France. 

INTERNATIONAL CONGRESS OF INTERNAL MEDICINE, Madrid, Spain, Sept. 
19-23, 1956. Dr. J. C. De Oya and Dr. J. Gimena, Hostaleza No. 90, 
Madrid, Spain, Secretaries. 

INTERNATIONAL CONGRESS OF INTERNATIONAL COLLEGE OF SURGEONS, Palmer 
House, Chicago, Illinois, U. S. A., Sept. 9-13, 1956. Dr. Max Thorek, 
1516 Lake Shore Drive, Chicago, Illinois, U. S. A., Secretary-General. 

INTERNATIONAL CONGRESS ON MEDICAL RECORDS, Shoreham Hotel, Wash- 
ington, D. C., U. S. A., Oct. 1-5, 1956. For information address: Miss 
Doris Gleason, Executive Director, American Association of Medical 
Record Librarians, 510 North Dearborn St., Chicago 10, Illinois, U. S. A. 

INTERNATIONAL CONGRESS OF NEO-HIPPOCRATIC MEDICINE, Montecatini, 
Terme, Italy, May 20-22, 1956. Dr. Valente, 41 Avenue Verdi, Monte- 
catini Terme, Italy, Secretary-General. 

INTERNATIONAL CONGRESS OF PAEDIATRICS, Copenhagen, Denmark, July 22- 
27, 1956. Professor P. Plum, Rigshospitalet, Copenhagen, Denmark, 
President. 

INTERNATIONAL CONGRESS OF PHYSICAL MEDICINE, Copenhagen, Denmark, 
August 20-24, 1956. Dr. B. Strandberg, Kobenhavns amts sygehus i 
Gentofte, Dept. of Rheumatology and Physical Medicine, Hellerup, 
Denmark, Honorable Secretary. 


INTERNATIONAL CONGRESS OF RADIOLOGY, Mexico, D. F., Mexico, July 22- 
28, 1956. Dr. Jose Noriega, Tepic 126 (2e piso), Mexico, D. F. 7, 
Mexico, Secretary General. 


INTERNATIONAL CONGRESS OF WoRLD CONFEDERATION FOR PHYSICAL 
THERAPY, Hotel Statler, New York, New York, U. S. A., June 17-23, 
1956. For information address: Miss Mildred Elson, American Physical 
Therapy Association, 1790 Broadway, New York 19, New York, U.S. A. 


INTERNATIONAL GENETICS SYMPOSIUM, Tokyo and Kyoto, Japan, Sept. 6-12, 
1956. For information address: Secretary, International Genetics Sym- 
posium, Science Council of Japan, Ueno Park, Tokyo, Japan. 
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INTERNATIONAL PHYSIOLOGICAL COoNGreEsS, Brussels, Belgium, July 29- 
Aug. 5, 1956. For information address: Prof. J. Reuse, Faculte de 
Medicine et de Pharmacie, 115 Boulevard de Waterloo, Brussels, 
Belgium. 

INTERNATIONAL PROFESSIONAL UNION OF GYNECOLOGISTS AND OBSTETRICIANS, 
Madrid, Spain, Sept. 28-29, 1956. Dr. Jacques Courtois, 1 rue Racine, 
St-Germain-en-Laye (S and QO), France, Permanent International 
Secretary-General. 

INTERNATIONAL SYMPOSIUM ON DIENCEFALON, Musec defla Scienza e della 
Tecnica, Piazza S. Vittorre 21, Milan, Italy, May 3-5, 1956. Drs. S, 
Curri and L. Martini, Instituto di Farmacologia, Universita di Milano, 
via Andre del Sarto 21, Milan, Italy, Secretaries. 

INTERNATIONAL SYMPOSIUM ON VENEREAL DISEASES AND THE TREPONEMA- 
ToseEs, Hotel Statler, Washington, D. C., U. S. A., May 28-June 1, 1956. 
For information address: Dr. Charles A. Smith, Chief, Venereal Disease 
Program, Division of Special Health Services, Public Health Service, 
Dept. of Health, Education and Welfare, Washington 25, D. C., U.S. A. 

LATIN AMERICAN CHAPTER, INTERNATIONAL SOCIETY OF ANGIOLOGY, Havana, 
Cuba, Nov. 8-11, 1956. Dr. Armando Nufiez Nunez, 25 No. 510 
Vedado, Havana, Cuba, President. 

MEDICAL WOMEN’S INTERNATIONAL ASSOCIATION, EXTRAORDINARY GENERAL 
ASSEMBLY, Burgenstock, Nidwalden, Switzerland, Sept. 21-24, 1956. 
Dr. Janet Aitken, 30a Acacia Road, London N.W. 1, England, Secretary. 


M:pDLE East MEDICAL ASSEMBLY, Campus, American University of Beirut, 
Beirut, Lebanon, April 7-9, 1956. Dr. Virgil C. Scott, American Uni- 
versity of Beirut, Beirut, Lebanon, Chairman. 


NATIONAL CONGRESS OF PEDIATRICS, Cuidad Universitaria, Mexico D.F., 
Mexico, May 1-5, 1956. Dr. Ignacio Avila Cisneros, Calzada de 
Madereros No. 240, Mexico 18, D.F., Mexico, Coordinator. 

NorTH QUEENSLAND MEeEpIcAL CONFERENCE, Cairns, North Queensland, 
Australia, June 25-30, 1956. Dr. W. R. Horsfall, P.O Box 672, 
Cairns, N.Q., Australia, Secrejary. 

PAKISTAN MEDICAL CONFERENCE, University of Peshawar, Peshawar, 
Pakistan, Apr. 2-4, 1956. Dr. M. W. Alivi, 9, Braganza House, Napier 
St., Saddar, Karachi, Pakistan, Secretary General. 

PAN AMERICAN CONGRESS ON CANCER CYTOLOGY, Miami, Fla., U. S. A,, 
Jan. 8-12, 1957. Dr. J. Ernest Ayre, 1155 N.W. 14th St., Miami, Fla., 
U. S. A., General Chairman. 


PAN AMERICAN CONGRESS OF GERONTOLOGY, Mexico, D. F., Mexico, 
Sept. 5-15, 1956. Dr. Manuel Payno, Avenue Cuahtemoc No. 10-3, 
Mexico 7, D. F., Mexico, Presidente. 

PAN AMERICAN CONGRESS OF OTORHINOLARYNGOLOGY AND BRONCHOESOPHA- 
GoLoGy, San Juan, Puerto Rico, April 8-12, 1956. Dr. C. E. Munoz 
MacCormick, Apartado 9111, Santurce 29, Puerto Rico, Secretary 
General. 

PAN AMERICAN MEDICAL WOMEN’S ALLIANCE, Santiago and Vina del Mar, 
Chile, March 6-14, 1956. For information address: Dr. Eva Cutright, 
458 Beall Ave., Wooster, Ohio, U. S. A. 

Pan AMERICAN TUBERCULOSIS CONGRESS, Medellin and Bogota, Columbia, 
South America, Aug. 1-15, 1956. General Secretary, 26 de Marzo 1065, 
Montevideo, Uruguay. 

Wor_D CONGRESS ON FERTILITY AND STERILITY, Naples, Italy, May 18-24, 


1956. Dr. Maxwell Roland, 114-20 Queens Boulevard, Forest Hills 75, 
New York, N. Y., U. S. A., Chairman, Liaison Committee. 


WorLD FEDERATION FOR MENTAL HEALTH, Munich, Germany, Aug. 12-18, 
1956. Secretariat, 19 Manchester Street, London W.1, England. 

Wor._D MEDICAL ASSOCIATION, Havana, Cuba, Oct. 9-15, 1956. Dr. Louis 
H. Bauer, 345 East 46th St., New York 17, New York, U. S. A,, 
Secretary-General. 





EXAMINATIONS 
AND LICENSURE 








EXAMINING BOARDS IN SPECIALTIES 


AMERICAN BOARD OF ANESTHESIOLOGY: Written. Various locations in the 
United States and Canada, July 20. Final date for filing application 
was Jan. 20. Oral. Miami Beach, Mar. 18-22. Sec., Dr. C. B. Hickcox, 
80 Seymour St., Hartford 15, Conn. 

AMERICAN BOARD OF DERMATOLOGY AND SYPHILOLOGY. Written. Various 
centers, July 26. Oral. St. Louis, Oct. 12-15. Final date for filing appli- 
cations is April 1. Sec., Dr. B. M. Kesten, One Haven Ave., New 
York 32. 

AMERICAN BOARD OF INTERNAL MEDICINE: Written. Oct. 15, 1956. Final 
date for filing application is May 1. Oral Examinations in 1956. Los 
Angeles, April 12-14; Chicago, June 7-9. Final date for filing applica- 
tion for these three oral examinations was Jan. 3. New York City, 
Sept. 21-25. Final date for filing application is April 1. Cardiovascular 
Disease. Chicago, June 6. The number of candidates is limited to 24 
and the final date for filing applications is Apr. 2. Exec. Sec., Dr. 
William A. Werrell, 1 West Main St., Madison 3, Wis. 

AMERICAN BOARD OF OBSTETRICS AND GYNECOLOGY: Oral and Pathological 
Examinations. Part II. Chicago, May 11-20, 1956. Dr. Robert L. 
Faulkner, 2105 Adelbert Road, Cleveland 6. 
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AMERICAN BOaRD OF OPHTHALMOLOGY: Practical Examination. San Pran- 
cisco, Jume 18-21, St. Louis, Oct. 20-24. Written. Jan. 21. 1957 Appli- 
cations must be filed before July 1, 1986. Sec., Dr. Merrill J. King, 
Box 236, Cape Cottage Branch, Portland 9, Maine 

AMERICAN BoarD OF ORTHOPAEDIC SuRGERY: Part /. Oral and written 
Various centers, April, 1956. Final date for filing application was Nov, 
30. Sec., Dr. Harold A. Sofield, 116 South Michigan Ave., Chicago 3 

AMERICAN BOARD OF OTOLARYNGOLOGY Oral Montreai, Canada, May 
6-10. Sec., Dr. Dean M. Lierle, University Hospitals, lowa City 

AMERICAN BoarD OF PHYSICAL MEDICINE AND REHABILITATION. Parts J 
and Il. Chicago, June 16-17. Sec., Dr. Earl C. Elkins, 200 First St 
S. W., Rochester, Minn ; 

AMERICAN BoarD oF Ptiastic SurGery. Entire Examination Buftalo 
May 13-15. Final date for filing case reports was Jan. 1. Corres. Se 
Mrs. Estelle E. Hillerich, 4647 Pershing Ave., St. Louis 8 

AMERICAN BOARD OF PSYCHIATRY AND NeuROLOGY: Philadelphia, April 
16-18, 1956. Sec., Dr. David A. Boyd, 102-110 Second Ave. S.W.,, 
Rochester, Minn. 

AMERICAN BOARD OF RADIOLOGY: Atlanta, Ga., Mar. 6-10. Final date for 
filing application was Dec. 1.; Chicago, June 5-9. Final date for filing 
applications was Jan. 1.; Los Angeles, Sept. 30-Oct. 4. Fina! date for 
filing applications is June 1. Sec., Dr. B. R. Kirklin, Kahler Hotel 
Bidg., Rochester, Minn 

AMERICAN BOARD OF SurGEry: Part 1. Centers throughout the United 
States, in Europe and in the Far East, March 28. Closing date for the 
March examination was December 1. Part //. Durham, March 12-13; 
Boston, May 14-15 and Philadelphia, June 4-5. Sec., Dr. John B. Flick, 
255 S. Fifteenth St., Philadelphia 
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The following list of current medical articles in mass-circula- 
tion magazines and forthcoming network television programs on 
medical subjects is published each week only for the informa- 
tion of readers of THE JouRNAL. Unless specifically stated, the 
American Medical Association neither approves nor disapproves 
of the articles and programs reported. 


TELEVISION 
Monday, March 12 


NBC-TV, 11 a. m.-noon EST. “Medical and Health News 
with Howard Whitman,” a segment of the “Home” show. 


NBC-TV, 9 p. m. EST. “Medic” in a teleplay, “Glorious Red 
Gallagher,” tells a human interest story about a nurse. 


MAGAZINES 
Household, March, 1956 
“How Do Doctors Stay Well?” by Joseph D. Wassersug, M.D, 
“In spite of the hazards of the profession and the hazards 
of self-medication, most physicians live out their allotied 
time enjoying reasonable good health. The secret seems to 
lie mostly in two words: rest and hobbies.” 


Reader’s Digest, March, 1956 
“More ‘Preemies’ Can Be Saved,” by Albert Deutsch 
Doctors are conducting a sweeping crusade that is saving 
thousands of newborn infants from death or deformity due 
to premature birth. 


“Radio Medicine Pierces the Iron Curtain,” by J. D. Ratcliff 
A unique radio program called Radio Doctor, broadcast 
from Munich by Radio Free Europe and supported by the 
American people through the Crusade for Freedom, has 
become one of the West's most effective propaganda 
weapons in Red-bloc countries. The program provides 
technical information to keep doctors abreast of advances 
in Western medicine and answers health questions from 
laymen. It is broadcast in Bulgarian, Czech, Slovak, and 
Polish. 


“Why Do Doctors Smoke?” 
An editorial in Southwestern Medicine asks the question: 
“How can medical men condone the use of tobacco, know- 
ing that it produces only harmful effects?” and suggests 
that “it is time the medical profession becomes at least 
consistent and begins to exert pressure to bring about a 
decrease in and even the abolition of the use of tobacco.” 











790 





J.A.M.A., March 3, 1956 


DEATHS 


Brown, John Mackenzie ® Los Angeles; born in London, 
Ontario, Canada, April 10, 1878; Western University Faculty 
of Medicine, London, Canada, 1899; studied at the University 
of Michigan, University of Pennsylvania, Harvard, and Edin- 
burgh, Scotland; instructor in otolaryngology at the University 
of California Medical School from 1909 to 1915; emeritus 
clinical professor of surgery (otology, rhinology, and laryngol- 
ogy), University of Southern California School of Medicine, 
where he joined the faculty in 1931 as professor and chief of 
the department of laryngology, rhinology, and otology, and 
where he was a member of the faculty executive committee; 
Chairman, Section on Laryngology, Otology and Rhinology, 
American Medical Association, 1947-1948; served as president 
of the American Laryngological, Rhinological and Otological 
Society, and of the American Academy of Ophthalmology and 
Otolaryngology; was a member of the Los Angeles Society of 
Ophthalmology and Otolaryngology, the Pacific Coast Oto- 
Ophthalmological Society, American Otological Society, and 
the American Laryngological Association; groups of his former 
students have for years met at the annual meeting of the Ameri- 
can Academy of Ophthalmology and Otolaryngology as the 
“John Mackenzie Brown Alumni Group” and awarded an 
annual recognition to that member of the group who made the 
best contribution to the literature in that year; fellow of the 
American College of Surgeons; specialist certified by the Ameri- 
can Board of Otolaryngology; on the staff at Childrens Hospital 
from 1909 to 1955; served as chief of the department of oto- 
laryngology and chief of the staff at that hospital for many years; 
affiliated with other hospitals in Los Angeles, including St. 
Vincent’s, Eye and Ear, and Cedars of Lebanon hospitals, and 
the Hospital of the Good Samaritan; emeritus consultant at Los 
Angeles County General Hospital; for many years associate 
editor of the Archives of Otolaryngology; in 1949 a testimonial 
dinner was given him by otolaryngologists of the Southern 
California area on his completion of 50 years of practice, and 
an oil painting was presented to him; the John Mackenzie Brown 
Memorial Fund has been established to perpetuate his name as 
the dean of otolaryngologists on the West Coast; the fund will 
be used to construct a lecture hall at the new University of 
Southern California Medical School Center; a member of his 
family also established a memorial fund in his name for support 
of a village medical clinic near Madras, India; died Dec. 31, 
aged 77, of a heart attack. 


Allen, Wilmar Mason ® Hartford, Conn.; born in Chattanooga, 
Tenn., Oct. 20, 1894; Johns Hopkins University School of 
Medicine, Baltimore, 1920; interned at the Henry Ford Hospital 
in Detroit; while director of the Central Laboratory in Saginaw, 
Mich., 1921-1922, served as pathologist at the Saginaw General, 
Woman’s, and St. Mary’s hospitals; later assistant resident and 
instructor in obstetrics in Johns Hopkins Hospital and at his 
aima mater; fellow of the American College of Physicians; 
past-president of the American College of Hospital Adminis- 
trators, of which he was a member of the board of regents and 
executive committee, New England Hospital Assembly, and the 
Connecticut Hospital Association; member of the American 
Cancer Society, American Hospital Association, and the Con- 
necticut Cancer Society; chairman, Service Plans, 1938-1939; 
chairman of the committee of hospital administrators on Blue 
Cross; member of the Connecticut State Advisory Council on 
Hospital Survey and Construction; member of the governor’s 
Commission on the Treatment and Care of People Afflicted with 
Physical and Mental Disabilities, 1939-1940; in 1944 member 
of the Connecticut Post-War Planning Board, Committee on 
Medical Care and Health; member of the advisory committee 
of the Connecticut Hospital Service and the Army Advisory 
Committee of the First Army Area; since 1952 member of the 
special medical advisory group to the Veterans Administration, 
Washington, D. C.; served as trustee of the Connecticut College 





@ Indicates Member of the American Medical Association, 


for Women in New London; retired hospital consultant at the 
Hartford Hospital, where he was director from 1936 to 1954, 
and pathologist and bacteriologist from 1925 to 1936; went to 
Belgium as a consultant in the administration and management 
of the hospital system in that country and was commended by 


Queen Elizabeth of Belgium, presented with special honorary 


medal for outstanding service to Belgium by the University 
Libre of Brussels, and was presented with the Edith Cavell 
Medal in Brussels; died in the Memorial Hospital, Chapel Hill, 
N. C., Jan. 14, aged 61, of dissecting aneurysm of the aorta and 
arteriosclerosis. 


Britton, James Andrew ® Altadena, Calif.; born in Dallas 
County, Iowa, Oct. 28, 1876; Rush Medical College, Chicago, 
1907; specialist certified by the American Board of Internal 
Medicine; member of the Illinois State Medical Society, Institute 
of Medicine of Chicago, Society of Medical History of Chicago, 
and Chicago Tuberculosis Society; formerly practiced in Chicago, 
where he was an associate professor of medicine, emeritus, at 
Northwestern University Medical School, was closely associated 
with the work of the Chicago Tuberculosis Institute, a member 
of the board of directors of the City of Chicago Municipal 
Tuberculosis Sanitarium from 1923 to 1927, member of the 
staff of Passavant Memorial Hospital, for many years super- 
visor of medical service, International Harvester Company, and 
a trustee for Hull House; served as a major and on the special 
examining boards for tuberculosis in the U. S. Army during 
World War I; formerly member of the board of directors of the 
National Tuberculosis Association; medical director of the 
Edward Sanatorium in Naperville from 1920 to 1927; died 
Jan. 7, aged 79, of cardiovascular arteriosclerosis. 


Pettit, Joseph A. © Seaside, Ore.; born in Indianapolis Aug. 14, 
1875; Washington University School of Medicine, St. Louis, 
1899; member of the House of Delegates in 1918, and from 1920 
to 1925, and member of the Board of Trustees from 1925 to 
1935, American Medical Association; in 1900 established prac- 
tice in Portland, where he was on the staff of St. Vincent's 
Hospital and where he continued actively in medical affairs until 
he moved to Seaside; fellow of the American College of Sur- 
geons; served on the faculty of the University of Oregon Dental 
School; a life member of Multnomah County Medical Society; 
a past-president of Oregon State Medical Society; member of 
the Portland Academy of Medicine; served during World War I; 
died Dec. 24, aged 80, of cardiac arrhythmia. 


Dammasch, Ferdinand H. @ Portland, Ore.; born in San Fran- 
cisco Nov. 26, 1879; Temple University School of Medicine, 
Philadelphia, 1905; also a graduate in dentistry; served six 
terms in the Oregon State Legislature as a representative from 
Multnomah County; a past-president of the Multnomah County 
Medical Society, in which he was elected to life membership in 
1943; formerly on the faculty of the University of Oregon 
Medical School; veteran of World War I; served as county 
coroner, city deputy health officer, and examiner for the state 
industrial accident commission; served until 1940 as part-time 
director of the Multnomah Medical Service Bureau, which he 
organized; died in the Good Samaritan Hospital Dec. 29, 
aged 76. 


Bennett, Richard Henry, Brooklyn, N. Y.; born in Calumet, 
Mich., Jan. 22, 1894; University of Michigan Medical School, 
Ann Arbor, 1919; clinical professor of medicine at the Long 
Island College of Medicine; member of the Medical Society of 
the State of New York and the American Trudeau Society; 
specialist certified by the American Board of Internal Medicine; 
consulting physician at the Kings County Hospital; attending 
physician, Long Island College Hospital; medical director of 
the Triboro Hospital of Queens Hospital Center in Jamaica and 
the Brooklyn Thoracic Hospital; served as superintendent of the 
Brooklyn Home for Consumptives; died Dec. 22, aged 61, of 
cerebral hemorrhage, 
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Finesilver, Edward Max ® Hartford, Conn.; born in Hartford 
Oct. 1, 1897; Johns Hopkins University School of Medicine, 
Baltimore, 1924; certified by the National Board of Medical 
Examiners; specialist certified by the American Board of Sur- 
gery; founder member of the American Board of Plastic Surgery; 
member of the American Society of Plastic and Reconstructive 
Surgery; instructor in surgery at Cornell University Medical 
College, New York City, from 1932 to 1945; consultant in plastic 
surgery for the Connecticut Crippled Children’s Commission; 
senior attending surgeon for the Mount Sinai Hospital; died in 
the Hartford Hospital Dec. 18, aged 58, of coronary occlusion. 


Jones, Harold Oak!and, Pottsboro, Texas; born in Salisbury, 
Mo., Nov. 11, 1885; Rush Medical College, Chicago, 1917; 
specialist certified by the American Board of Obstetrics and 
Gynecology; member of the Central Association of Obstetricians 
and Gynecologists; past-president of the Chicago Gynecological 
Society; formerly practiced in Chicago, where he was professor 
of gynecology emeritus at Northwestern University Medical 
School, and at one time head of the medical board and chairman 
of the department of obstetrics and gynecology at St. Luke’s 
Hospital; died in the Madonna Hospital in Denison Nov. 2, aged 
70, of septicemic virus infection, type undetermined. 


Ware, John Sayers, Williamsburg, Va.; born in Stapleton, N. Y., 
in 1886; Cornell University Medical College, New York City, 
1910; at one time instructor in orthopedics at his alma mater; 
formerly practiced in Staten Island, where he was associated at 
various times with the Sea View Hospital, Staten Island Hospital, 
and Richmond Memorial Hospital, member of the Staten Island 
Institute of Arts and Sciences, and chairman of the health com- 
mittee of the Staten Island Council of Social Agencies, now 
the Community Welfare Council; served on the staff of the 
Cornell Dispensary in New York City; died Nov. 6, aged 69, 
of carcinoma of the liver. 


Harringten, Walter Leslie, East Orange, N. J.; born in 1884; 
New York Homeopathic Medical College and Hospital, New 
York City, 1907; Hahnemann Medical College and Hospital of 
Philadelphia, 1909; city physician for 36 years; for many years 
medical director of the public schools, and East Orange Fire 
Department physician; formerly medical examiner for the 
Prudential Insurance Company; served as chief of the medical 
staff of the East Orange General Hospital, where he was a 
member of the board of trustees; died Dec. 20, aged 71, of 
myocardial infarction and coronary sclerosis. 


Blankmeyer, Harrison Charles © Springfield, Ill.; Northwestern 
University Medical School, Chicago, 1905; at one time pharma- 
cist; twice president of the Sangamon County Medical Society, 
of which he was secretary for several terms; formerly super- 
intendent of health of Springfield and held the positions of state 
bacteriologist and city chemist; served during World War I; 
charter member of the White House Conference on Child 
Welfare; on the staffs of Springfield Memorial Hospital and St. 
John’s Hospital, where he died Dec. 31, aged 78, of carcinoma 
of the stomach with metastasis to the liver. 


Goeller, Jacob Dan @ Irvington, N. J.; born in Newark Dec. 24, 
1897; Cornell University Medical College, New York City, 1922; 
member of the American Society of. Anesthesiologists; served 
during World War II; formerly attending anesthetist at the 
Newark City Hospital, now known as the Harrison S. Martland 
Medical Center; attending anesthetist at Irvington General 
Hospital; consultant in anesthesia at Clara Maass Memorial 
Hospital, Presbyterian Hospital, and St. James Hospital in 
Newark, and at Overlook Hospital in Summit; died at his home 
in Maplewood Jan. 3, aged 58, of cancer. 


Meyer, Jacob ® Chicago; Rush Medical College, Chicago, 1916; 
specialist certified by the American Board of Internal Medicine; 
member of the American Gastro-Enterological Association; 
Senior attending physician at the Michael Reese Hospital, where 
he was past-president of the staff; senior consulting attending 
physician at the Cook County Hospital; clinical professor of 
medicine at the University of Illinois College of Medicine; 
served as a member of the Jewish Family and Community 
Service; member of the board of Drexel Home; died Dec. 17, 
uged 61, of coronary heart disease. 
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Allison, Hugh Quitman, Grayville, Ill.; Barnes Medical College. 
St. Louis, 1909; on the courtesy staff of the Wabash General 
Hospital in Mount Carmel; served during World War 1; died 
Dec. 26, aged 72, of a heart attack. 

Anderson, Frederick Addison * Claremore, Okla.: Louisville 
(Ky.) Medical College, 1903; director of the First National 
Bank; died Jan. 7, aged 77, of a heart attack. 


Askew, Wesley Lafayette ® Amarillo, Texas; Vanderbilt Univer 
sity School of Medicine, Nashville, Tenn., 1916; served during 
World War I; on the staffs of the Northwest Texas and St 
Anthony’s hospitals; died in the Veterans Administration Hospital 
Nov. 23, aged 62, of coronary thrombosis. 


Banker, Newton S. ® Bratenahl, Ohio; Western Reserve Univer- 
sity Medical Department, Cleveland, 1905; member of the 
Cleveland Academy of Medicine; member of the staff of St. 
Vincent Charity Hospital in Cleveland; died Dec. 29, aged 80, 
of carcinoma of the prostate with pulmonary metastasis 
Benson, Charles Prue @ Landrum, S. C.; Atlanta College of 
Physicians and Surgeons, 1910; veteran of World War I; served 
on the staffs of various Veterans Administration hospitals; died 
in St. Luke’s Hospital in Tryon Nov. 17, aged 76, of uremia 


Blasser, Julius Abraham, Elizabethtown, Pa.; Temple Univer- 
sity School of Medicine, Philadelphia, 1917; died Jan. 13, aged 
62, of coronary occlusion. 

Boehme, Raymond Gustave ® Springficld, Ohio; Ohio-Miami 
Medical College of the University of Cincinnati, 1911; died 
Dec. 12, aged 67. ' 


Borkow, Philip Stanley ® Dover, N. J.; Dalhousie University 
Faculty of Medicine, Halifax, N. S., 1939; served during World 
War II; in Randolph township held the post of township physi- 
cian, school doctor, and police surgeon; on the staffs of the All 
Souls and the Memorial hospitals in Morristown, and the Dover 
General Hospital; died Jan. 8, aged 44, of injuries received in 
an automobile accident. 

Borst, William L. © Topeka, Kan.; Kansas Medical College, 
Medical Department of Washburn College, Topeka, 1900; on 
the staffs of St. Francis Hospital and the Stormont-Vail Hospital, 
where he died Jan. 21, aged 83, of cerebral hemorrhage. 


Bowles, Marion K. ® Joliet, Ill.; Northwestern University 
Woman’s Medical School, Chicago, 1894; formerly secretary- 
treasurer of the Will-Grundy Counties Medical Society; for 
many years a member of the Joliet Township High School Board, 
of which she was past-president; served as a teacher in the 
Nurses’ Training School of the Silver Cross Hospital, where she 
died Dec. 30, aged 90, of hypertensive cardiovascular disease 
Briegleb, Charles Ferdinand ® Bellaire, Texas; University of 
Missouri School of Medicine, Columbia, 1895; member of the 
Missouri State Medical Association; died in Houston Dec 
aged 87, of myocardial degeneration and arteriosclerosis. 
Brillinger, Fred @ Peekskill, N. Y.; University of Toronto 
Faculty of Medicine, Toronto, Canada, 1925; served during 
World War II; recently completed a term as president of the 
staff of Peekskill Hospital, with which he was associated for 28 
years; died Jan. 10, aged 54, of cancer of the bladder with 
metastases to the brain. 


Bryan, James Leslie ® Nashville, Tenn.; Vanderbilt University 
School of Medicine, Nashville, 1910; specialist certified by the 
American Board of Otolaryngology; member of the Nashville 
Academy of Medicine and the American Academy of Ophthal- 
mology and Otolaryngology; fellow of the International College 
of Surgeons and the American College of Surgeons; served 
during World War I; on the staffs of St. Thomas and Baptist 
hospitals; died Dec. 20, aged 69, of coronary thrombosis. 


Buhrer, Emil D., Urbana, Ohio; Eclectic Medical Institute, 
Cincinnati, 1903; died in the Mary Rutan Hospital, Belle- 
fontaine, Dec. 17, aged 79, of coronary occlusion 


Cameron, Solon # St. Louis; Barnes Medical College, St. Louis, 
1903; past-president of the board of education; served during 
World War I; for many years medical director of the Masonic 
Home Hospital of Missouri; on the staff of the Missouri Baptist 
Hospital, where he died Dec. 19, aged 75, of pulmonary em- 
bolism and thrombophlebitis of the left leg. 
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Colcord, Marshall, Southbridge, Mass.; Boston University School 
of Medicine, 1924; served during World War I; on the staff 
of the Harrington Memorial Hospital, where he died Dec. 17, 
aged 59, of cerebral hemorrhage and cardiovascular renal 
disease. 


Cook, Carroll Eugene ® Oak Park, Ill.; Rush Medical College, 
Chicago, 1897; specialist certified by the American Board of 
Radiology; served on the staffs of the West Suburban Hospital 
in Oak Park and the City of Chicago Municipal Tuberculosis 
Sanitarium; died in the River Forest (Ill.) Health Resort Dec. 24, 
aged 80, of bronchopneumonia. 


Cornick, David J., Norfolk, Va.; Middlesex University School 
of Medicine, Waltham, Mass., 1941; died Jan. 3, aged 49, of 
injuries received in an automobile accident. 


Cudd, Alonzo Dean, Spartanburg, S. C.; University of Tennessee 
Medical Department, Nashville, 1896; for many years chairman 
of the board of trustees of the city school board; died Oct. 28, 
aged 83, of amyotrophic lateral sclerosis. 


Cutler, Haydn Harrison ® Monroe, La.; Northwestern Univer- 
sity Medical School, Chicago, 1936; specialist certified by the 
American Board of Internal Medicine; fellow of the American 
College of Physicians; served during World War II; on the staff 
of St. Francis Hospital, where he died Dec. 30, aged 45, of 
cancer. 


Donahoo, Charles Edward, East Moline, Ill.; Keokuk (Iowa) 
Medical College, College of Physicians and Surgeons, 1903; at 
one time mayor of East Moline; served during World War I; 
died Dec. 1, aged 75, of coronary thrombosis. 


Dugan, Thomas J. © Indianapolis; Medical College of Indiana, 
Indianapolis, 1901; served as physician and surgeon for the 
Baltimore and Ohio Railroad; for many years physician for the 
Indianapolis Home for the Aged and on the staff of St. Vincent’s 
Hospital, where he died Dec. 19, aged 78, of coronary throm- 
bosis. 

Dumas, Charles Edward ® Worcester, Mass.; Boston University 
School of Medicine, 1926; specialist certified by the American 
Board of Radiology; member of the American College of 
Radiology; on the staffs of the Milford (Mass.) Hospital, Holden 
(Mass.) District Hospital, and the Fairlawn and Worcester City 
hospitals; consultant in radiology at the Pondville Hospital in 
Walpole and Wrentham (Mass.) State Hospital; consultant for 
the department of radiology at Harrington Memorial Hospital 
in Southbridge; died Dec. 9, aged 55, of coronary occlusion. 


Eidson, Hilda Wood Allen, New York City; Cornell University 
Medical College, New York City, 1917; served on the staffs of 
the Bellevue and St. Luke’s hospitals; died Dec. 22, aged 67, 
of cerebra! thrombosis. 


Eilers, Harrison ® San Luis Obispo, Calif.; University of Kansas 
School of Medicine, Kansas City, 1934; at one time vice-president 
of the New Mexico Public Health Association; served as health 
officer of the eighth district, with headquarters at Los Lunas, 
N. Mex.; formerly health officer of Long Beach; medical director 
of the San Luis Obispo General Hospital; died Jan. 8, aged 49, 
of arteriosclerotic heart disease. 


Finney, John Marschell, Laflin, Mo.; Barnes Medical College, 
St. Louis, 1903; burned to death Nov. 5, aged 75. 


Friedel, Herman, Staten Island, N. Y.; University and Bellevue 
Hospital Medical College, New York City, 1909; an associate 
member of the American Medical Association; served as secre- 
tary of the Richmond County Medical Society and a founder 
of its bulletin; a founder and past-president of the Jewish 
Community Center; died in St. Vincent’s Hospital Jan. 1, 
aged 74. 


Garland, Robert B., Hartford, Conn.; College of Physicians and 
Surgeons, Baltimore, 1913; member of the Connecticut State 
Medical Society; senior police surgeon at the police department 
of Hartford; died Dec. 11, aged 72, of coronary thrombosis and 
hypertension. 


Garver, Forest Otto, Degraff, Ohio; Eclectic Medical College, 
Cincinnati, 1917; died Dec. 8, aged 64, of cerebral hemorrhage. 





J.A.M.A., March 3, 1956 


Gibbs, Harley Stuart @ Pittsburgh; University of Pittsburgh 
School of Medicine, 1945; interned at the South Side Hospital; 
member of the American Trudeau Society and the Industrial 
Medical Association; died Dec. 22, aged 47, of a heart attack. 


Good, John Wilson ® Cedartown, Ga.; University of Tennessee 
Medical Department, Nashville, 1899; chairman of the board 
of Polk County Commissioners; served as mayor; for many 
years surgeon for the Seaboard Airline Railroad; died Dec. 19, 
aged 77. 


Greider, Frank Croft ® Decatur, IIl.; St. Louis University School 
of ‘Medicine, 1933; member of the American Academy of 
General Practice; on the staffs of St. Mary’s Hospital and the 
Decatur and Macon County Hospital; died in Los Angeles 
Dec. 19, aged 60, when struck by an automobile. 


Griffith, George Washington © Kansas City, Mo.; Northwestern 
University Medical School, Chicago, 1923; member of the 
American Academy of General Practice; served during World 
War II; on the staffs of the Queen of the World Hospital and 
St. Joseph Hospital, where he died Dec. 15, aged 58, of acute 
coronary occlusion. 


Grossman, Morris © Jersey City, N. J.; Fordham University 
School of Medicine, New York City, 1909; formerly on the 
faculty of Columbia University College of Physicians and Sur- 
geons in New York City; served on the staffs of the Monmouth 
Memorial Hospital in Long Branch, and the Mount Sinai and 
Montefiore hospitals in New York City; died Dec. 28, aged 74, 
of arteriosclerotic heart disease and cerebral thrombosis. 


Hanlon, John Joseph, Chicago; Loyola University School of 
Medicine, Chicago, 1928; died Dec. 21, aged 52, of coronary 
occlusion. 


Harlan, Lee Collins ® Madison, IIl.; Barnes Medical College, 
St. Louis, 1907; member of the school board; on the staff of 
St. Elizabeth’s Hospital in Granite City; died Dec. 4, aged 70, 
of cerebral hemorrhage and hypertension. 


Harshman, Martin Luther © Lafayette, Ind.; Indiana University 
School of Medicine, Indianapolis, 1939; served during World 
War II; specialist certified by the American Board of Oto- 
laryngology; member of the American Academy of Ophthal- 
mology and Otolaryngology; an associate fellow of the Ameri- 
can College of Allergists; on the staffs of the LaFayette Home 
Hospital and St. Elizabeth Hospital, where he died Oct. 19, 
aged 42. 


Hudkins, Ira Nelson, Little Rock, Ark.; Eclectic Medical 
College, Cincinnati, 1912; served during World Wars I and II; 
died Jan. 3, aged 70, of ulcer of the stomach. 


Ingersoll, Robert Stephenson ® Adams, Wis.; University of 
Michigan Department of Medicine and Surgery, Ann Arbor, 
1898; died in the Adams-Friendship Hospital Dec. 3, aged 81, 
of cerebral thrombosis. 


Johnston, Harry Isaac © Binghamton, N. Y.; Cornell University 
Medical College, New York City, 1902; past-president of the 
Broom County Medical Society; served during World War I; 
member and past-president of the medical staff of Binghamton 
City Hospital; died Dec. 10, aged 79, of pulmonary embolism. 


Joynt, Martin John ® LeMars, Iowa; State University of lowa 
College of Medicine, lowa City, 1905; member of the American 
Academy of Ophthalmology and Otolaryngology; specialist 
certified by the American Board of Otolaryngology; on the staff 
of the Sacred Heart Hospital, where he died Dec. 7, aged 77, 
of coronary occlusion. 


Koehler, Gottfried ® Bonita Springs, Fla.; Northwestern Univer- 
sity Medical School, Chicago, 1902; formerly practiced in 
Chicago, where he was for many years an assistant health com- 
missioner and on the faculty of the University of Illinois College 
of Medicine; member of the Illinois State Medical Society; served 
as school physician in Springfield; died in Wilmette, Ill., Dec. 18, 
aged 77, of arteriosclerotic heart disease. 


Kreml, Charles Edward, Chicago; Rush Medical College, 
Chicago, 1896; died in the Loretto Hospital Jan. 4, aged 81, of 
pneumonia. 
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Leeds, Arnold ® Middletown, Ohio; Universitat Leipzig Medi- 
zinische Fakultat, Saxony, Germany, 1913; served in the 
German Army during World War I; on the staff of the Middle- 
town Hospital; died Dec. 14, aged 70, of coronary thrombosis. 


Levan, Jacob Kimber ® Mount Holly Springs, Pa.; University 
and Bellevue Hospital Medical College, New York City, 1906; 
served during World War I; formerly on the staff of the Carlisle 
(Pa.) Hospital; died Dec. 10, aged 82, of coronary thrombosis, 


Lewis, Austin Philip, Surfside, Fla.; Rush Medical College, 
Chicago, 1929; formerly practiced in Chicago; died in Miami 
Dec. 26, aged 52. 


Lipkind, Max Abraham, Miami Beach, Fla.; Long Island College 
Hospital, Brooklyn, 1918; an associate member of the American 
Medical Association; died in the Veterans Administration Hos- 
pital, Coral Gables, Nov. 14, aged 74, of cerebral thrombosis 
due to arteriosclerosis. 


Lyon, Brockton Reynolds © Greensboro, N. C.; Columbia 
University College of Physicians and Surgeons, New York City, 
1915; past-president of the Guilford County Medical Society; 
specialist certified by the American Board of Surgery; fellow 
of the American College of Surgeons; served during World 
Wars I and II; on the staffs of the Wesley Long and Moses H. 
Cone Memorial hospitals; on the courtesy staffs of the Piedmont 
Memorial and L. Richardson Memorial hospitals; died Dec. 2, 
aged 64, of cerebral hemorrhage. 


McAloose, Joseph Thomas ® McAdoo, Pa.; Temple University 
School of Medicine, Philadelphia, 1925; served during World 
War II; on the staff of the St. Joseph Hospital in Hazleton, where 
he died Dec. 19, aged 58, of coronary embolus. 


Maris, William ®@ Sioux Center, lowa; St. Louis University 
School of Medicine, 1917; on the staff of the Sioux Center 
Community Hospital and Health Center; for many years local 
physician for the Great Northern Railroad; died Oct. 29, aged 
65, of uremia. 


Maryanski, Joseph Edward, Rochester, N. Y.; University of 
Buffalo School of Medicine, 1912; died Oct. 15, aged 71. 


Melinder, Roy George, Claremore, Okla.; St. Louis College of 
Physicians and Surgeons, 1905; died Dec. 20, aged 72, of 
coronary thrombosis. 


Meyers, Frederick Carroll @ Briarcliff Manor, N. Y.; Long 
Island College Hospital, Brooklyn, 1927; served during World 
War II; on the staff of Ossining (N. Y.) Hospital; died in the 
U.S. Naval Hospital, St. Albans, Nov. 19, aged 54, of embolism. 


Miller, Sayers John ® West Lafayette, Ind.; Indiana University 
School of Medicine, Indianapolis, 1924; for many years director 
of the student health service at Purdue University in Lafayette, 
where he served on the staffs of the Home and St. Elizabeth 
hospitals; died Dec. 18, aged 57, of a heart attack. 


Montgomery, William P., Beatrice, Neb.; Omaha Medical Col- 
lege, 1897; died Nov. 12, aged 90, of uremia. 


Moody, Joseph Edgar ® Evansville, Ind.; University of Louis- 
ville (Ky.) School of Medicine, 1938; at one time on the faculty 
of the Ohio State University College of Medicine in Columbus, 
where he was assistant medical director at the Franklin County 
Tuberculosis Hospital; member of the American Trudeau Soci- 
ety; medical director and superintendent of the Boehme Tuber- 
culosis Hospital, where he died Dec. 7, aged 41, of cor 
pulmonale. 


Muhlenberg, Hiester H. ® Reading, Pa.; University of Pennsyl- 
vania Department of Medicine, Philadelphia, 1908; fellow of 
the American College of Surgeons; consultant in obstetrics at 
Reading Hospital, where he died Jan. 9, aged 70, of coronary 
thrombosis. 


Myers, Edward Morrison ® Boone, lowa; Northwestern Univer- 
sity Medical School, Chicago, 1900; past-president of the lowa 
State Department of Health and the lowa State Medical Society; 
member of the Association of Military Surgeons of the United 
States; fellow of the American College of Surgeons; formerly 
superintendent of the Hospital for Epileptics and School for 
Feebleminded in Woodward; died Dec. 11, aged 83, of heart 
disease. 
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Nairn, George Waverly ® Warsaw, N. Y.: University of Colo 
rado School of Medicine, Denver, 1922; specialist certified by 
the American Board of Ophthalmology and the American Board 
of Otolaryngology; member of the American Academy of 
Ophthalmology and Otolaryngology; on the staff of the Wyoming 
County Community Hospital; died Oct. 28, aged 60, of coronary 
thrombosis. 


Niemann, George Henry, Ponca City, Okla.; Northwestern 
University Medical School, Chicago, 1905; past-president of the 
Kay County Medical Society; fellow of the American College 
of Surgeons; formerly associated with the Indian Service; served 
as chief of staff of the Ponca City Hospital; died in the Barnes 
Hospital, St. Louis, Dec. 31, aged 72. 


Ogilvie, Gordon Daniel, Manistee, Mich.; University of Western 
Ontario Faculty of Medicine, London, Ontario, Canada, 1931; 
member of the Michigan State Medical Society; served during 
World War II; member of the county welfare board and the 
board of the American Cancer Society; on the staff of the Mercy 
Hospital; died Dec. 20, aged 47, of coronary thrombosis 


Patterson, Alpheus Wood # lowa City, lowa; State University 
of lowa College of Medicine, lowa City, 1908; served during 
World War II; retired from the Veterans Administration Sept. 14, 
1951; died Dec. 17, aged 70, of cancer. 


Smith, John Charles ® Winona, Texas: Medical Department of 
Tulane University of Louisiana, New Orleans, 1902; died in the 


John Sealy Hospital in Galveston Dec. 7, aged 84, of pneumonia, 


Snow, Morton McCulloch, Bernardston, Mass.; University of 
Pennsylvania Department of Medicine, Philadelphia, 1900; for 
merly medical director of the Massachusetts Mutual Life In 
surance Company; at one time practiced in Chicago, where he 
was instructor in pediatrics at Northwestern University Medical 
School; died in the Newton-Wellesley Hospital in Newton Jan. 5, 
aged 79. 


Snow, Walter Rozelle, Jackson, Mich.; Detroit College of 
Medicine, 1907; veteran of the Spanish-American War; served 
on the staff of the Mercy Hospital, where he died Dec. 25, aged 
77, of pneumonia. 


Stine, Ira Allen, Grafton, W. Va.; St. Louis University School 
of Medicine, 1912; medical examiner for the Baltimore and 
Ohio Railroad; died in the City Hospital Nov. 18, aged 74, of 
chronic prostatitis and nephritis and coronary artery disease. 


Storck, Edward Hugo, Buffalo; University of Buffalo Schoo! of 
Medicine, 1903; an associate member of the American Medical 
Association; past-president of the Buffalo Surgical Society; for 
merly chief of staff at Millard Fillmore Hospital, where he died 
Dec. 15, aged 75, of cerebral thrombosis. 


Strieder, Hugo John © Oak Ridge, Tenn.; University of Texas 
School of Medicine, Galveston, 1934; member of the State 
Medical Association of Texas; served during World War II; died 
suddenly Dec. 11, aged 48. 


Strom, Adrian Donovan ® Langdon, N. D.; McGill University 
Faculty of Medicine, Montreal, Canada, 1943; interned at the 
Montreal General Hospital; served during World War II; died 
Nov. 23, aged 35. 


Tredway, Thomas Palmer # Erie, Pa.; Johns Hopkins University 
School of Medicine, Baltimore, 1910; for many years served as 
chief of medicine and later consultant in medicine at the Hamot 
Hospital, where he died Dec. 5, aged 70, of acute monocytic 
leukemia. 


Wardleigh, Claude Ernest, Ogden, Utah; St. Louis University 
School of Medicine, 1910; served during World War I; charter 
member of the Thomas P. Dee Memorial Hospital; died Dec, 13 
aged 68, of hypertensive cardiovascular disease. 


Ziskind, James Allen, Sheboygan, Wis.; University of Wisconsin 
Medical School, Madison, 1952; interned at the Medical College 
of Virginia, Richmond; formerly a resident at the University 
Hospitals in Madison; died in the U. S. Naval Hospital in Phila- 
delphia Oct. 6, aged 31, of cerebral hemorrhage. 
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AUSTRIA 


Tuberculous Mastoiditis—At the meeting of the Society of 
Physicians in Vienna on Nov. 18, 1955, Dr. F. Schwetz stressed 
the advantages of conservative treatment for tuberculous mas- 
toiditis. Diagnosis is often difficult, but, when it has been made, 
stimulating roentgen irradiation and tuberculostatic therapy may 
lead to anatomic and functional recovery. Advantages of medi- 
cal rather than operative treatment are (1) strengthening of the 
patients’ immune reactions, (2) preservation of hearing by avoid- 
ing operative trauma, and (3) prevention of mixed infection, 
which frequently follows the opening of a cold abscess. 








Tinnitus Aurium.—At the same meeting, Dr. H. Breu reported 
on 30 patients with tinnitus aurium given 5,000 units of heparin 
daily by vein. Of these, 12 were free from tinnitus after the 
fifth to the eighth injection; 8 were greatly improved; and, 
in the remaining 10, the tinnitus was not influenced significantly, 
although other symptoms did improve in some patients of this 
group. Treatment should be started as soon as possible and 
should be continued for prolonged periods. In patients with 
severe arteriosclerotic processes, the drug may be ineffective. 


Postapoplectic Disturbance of Deglutition—At the meeting of 
the Society of Physicians in Vienna on Dec. 2, Dr. L. Bablik 
reported on a 56-year-old man with a pseudobulbar paralytic 
disturbance of deglutition following an apoplectic stroke. De- 
spite prompt recovery and restoration of the cerebral nervous 
function, the patient continued to be unable to swallow and 
had to be fed through a tube. The objective finding on roent- 
genographic examination was that of a complete block at the 
level of the cricoid cartilage, while otherwise the esophagus func- 
tioned normally. A functional disturbance superseding that of 
the diseased organ was considered. The patient was cured by a 
single esophagoscopy, which was carried out as a psychothera- 
peutic measure with the aid of general anesthesia. 


Treatment of Osteochondrosis of Capital Epiphysis of Femur. 
—At the same meeting, Dr. A. Lorenz reported the complete 
removal of the burden from the diseased head of the femur by 
means of a Thomas splint. The body weight is intercepted partly 
by the broad ring of the splint fitting snugly against the tuber- 
osity of the ischium and partly by the sole-stirrup. The child 
is then able to move around as much as he wants without danger 
of damaging the diseased part. It is essential that this treatment 
be continued for 18 to 24 months. In addition to the idiopathic 
type of osteochondrosis of the capital epiphysis of the femur, 
there is a post-traumatic type that occurs after Lorenz’s blood- 
less reposition of congenital dislocation of the hip. The sovereign 
remedy for this condition consists in reducing the dislocation 
with maximal gentleness. 


Treatment of Nephrosis.—At the same meeting, Dr. A. Rosen- 
kranz reported that acetazolamide may exert a favorable in- 
fluence on the water and sodium chloride retention that occurs 
in the course of treatment with corticotropin or desoxycorti- 
costerone acetate by increasing the excretion of water and 
sodium in the urine. In children with the nephrotic syndrome, 
acetazolamide proved to be effective in the phase of retention 
during treatment with corticotropin and also in those not treated 
with corticotropin. There was no significant difference between 
these two types of patients as regards the excretion of water 
and fixed bases after the administration of acetazolamide. In all 
patients who received orally a single dose of 10 mg. of acetazol- 
amide per kilogram of body weight, a marked increase in the 
excretion of sodium and potassium bicarbonate and water was 
observed after the administration of the drug, and this was 
associated with a reduced excretion of ammonium ions and 
acidity of the urine. Side-effects were not observed. Alkalinity 
of the blood is an essential factor for the effectiveness of aceta- 
zolamide. 





The items in these letters are contributed by regular correspondents in 
the various foreign countries. 


Partial Dislocation of Cervical Vertebra.—At the meeting of 
the Society of Physicians in Vienna on Dec. 9, Dr. Josef Meyer 
presented the case of a 9-year-old girl in whom torticollis 
occurred after an acute pharyngitis of short duration. As 
routine roentgenographic examination did not make an exact 
evaluation possible, frontal tomography, which showed a partial 
dislocation of the atlanto-occipital and atlantoaxial joint, was 
performed. In the absence of a history of trauma, this partial 
dislocation must be considered as a so-called spontaneous partial 
dislocation without a rent in the capsule. 


Inhibition of Cell Respiration——At the same meeting, Dr. FP. 
Seelich stated that carcinomatous cells from mice showed a 
relatively high consumption of oxygen in the absence of dextrose 
in the cell suspension. After the addition of dextrose the con- 
sumption of oxygen decreased by about 40%. This effect was 
not a sequela of a change in pH. The anaerobic glycolysis was 
almost zero in the absence of dextrose in the cell suspension. 
The reduced oxygen consumption after the addition of dextrose 
could not be influenced by insulin, but it could be influenced 
by dinitrophenol, which, in a concentration of 10-6, may in- 
crease the consumption of oxygen to its value measured before 
the addition of dextrose. Attempts to demonstrate glycogen in 
the cells failed, so that this carbohydrate can hardly be con- 
sidered a source of high endogenous metabolism. Various ob- 
servations support the concept that the carbohydrate metabolism 
of the tumor cells occurs in the same way that pentoses are 
formed. 


Prevention of Recurrence of Carcinoma.—At the same meeting, 
Dr. W. Denk and Dr. K. Karrer stated that radical operation 
for carcinoma frequently is only a palliative measure, because 
recurrences or metastases occur in about half of the patients 
whose cancer is so resected. This suggests that, at the time of 
the operation, carcinomatous foci were present but could not 
be demonstrated clinically in the area surrounding the operative 
field or in other organs or that clusters of cells were spread in 
the course of the operation by manipulation of the tumor. For 
a long time, attempts have been made to inactivate such latent 
foci by means of irradiation. Various chemotherapeutic agents 
have been tried on experimental animals. Suspensions of cancer 
cells were injected intravenously into mice and rats and, after 
microfoci of cancer were established, the aminoxide of sterile 
mechlorethamine hydrochloride was given as a_ preventive 
measure. According to Ishidate and Yoshida this preparation 
has much less toxic effects in relatively high doses, is more 
effective, and possesses a much greater therapeutic breadth than 
other mechlorethamine compounds. The speakers’ findings did 
not agree with those of Druckrey, who used the same prepara- 
tion. Although Druckrey obtained recoveries in 100%, when 
treatment was instituted in the first days after inoculation, there 
was much less difference between the treated animals and the 
control animals in the speakers’ experiments. In none of the 
four types of tumor experimented on, were the effects obtained 
such that any valid conclusions could be drawn. These differ- 
ences in results may have had various causes. The animal strains 
used cannot be directly compared; the various types of tumor 
have a great capacity for modification and do not even show 
the same behavior within the same animal strain; and technical 
details may have varied. Experiences so far have shown a great 
variation in the responses of the various types of tumor to the 
same therapeutic agent, and a given preparation cannot be 
expected to be equally effective against all types of tumor. In 
any case the suitability of a chemotherapeutic agent can be cor- 
rectly evaluated in man only by a clinical test. 


Rupture of Umbilical Cord. 





At the meeting of the Austrian 


Society of Gynecology and Obstetrics in November, Kremenak 
and Ulm reported an almost complete tear of the umbilical cord 
occurring before delivery. Because the fetal heart sounds showed 
a sudden weakening, an episiotomy was performed at once and 
a viable infant was delivered. The cord appeared grossly nor- 
mal, but microscopic examination revealed edematous suf- 
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fusion of Wharton’s jelly. The muscular fibers of the vascular 
walls were swollen and dissociated. There was also almost com- 
plete absence of elastic tissue. The inferior quality of the umbili- 
cal cord may have been a factor in its rupture, but the fact that 
it measured only 40 cm. and was under tension when it was 
pulled over the shoulder of the infant was probably the determin- 
ing factor. 


Mammary Tuberculosis.—At the same meeting, Dr. P. Elsner 
reported a case of tuberculous mastitis that developed in a healthy 
woman after weaning her baby. In the course of the four follow- 
ing years, there were constantly recurring infiltrations, ab- 
scesses, and fistulas requiring 20 incisions. The diagnosis of a 
tuberculous process was made only after a third exploratory 
excision, which was followed by a histological examination. 
Treatment with streptomycin and aminosalicylic acid was in- 
effective. Oral administration of 300 mg. of isoniazid daily for 
three months and the local instillation of a 2.5% solution of 
isoniazid were followed by cure, which had persisted for three 
years when the patient was last seen. Dr. H. Knaus stated that, 
based on his experience in the treatment of tuberculous fistulas 
of the abdominal wall, he believed the therapeutic effect ob- 
tained was chiefly due to the local instillations and not to the 
oral administration of the drug. 





BELGIUM 


Sequelae of Poliomyelitis—Dr. Van De Calseyde reported to 
the Belgian Pediatric Society, in a meeting at the Mariakerke- 
Ostende Center, that 332 cases of poliomyelitis had occurred in 
Belgium since Jan. 1, 1955. The present treatment center at 
Ostende is equipped for function rehabilitation in three ways: 
aquatic facilities, outdoor gymnasium, and occupational therapy 
department. The center also has an orthopedic service and a 
shop where apparatus is manufactured. Electrotherapy and 
diathermy are considered antiquated and are not practiced at 
the center. Treatment of the sequelae of the disease begins in 
the month following the acute phase and consists of continuous 
physical therapy supplemented by surgery and the use of ap- 
paratus, if necessary. Dr. Badot said that, in the treatment 
of paralyzed feet, before retraction appears, or while it is in an 
early stage, aquatic gymnastic therapy should be practiced in 
order to reeducate the paralyzed muscles. Tendons that have a 
tendency to retract should be stretched. The foot should be held 
in the proper position during bed rest. If paralysis persists after 
a year of rehabilitative therapy, transplantation of the extensor 
proper on the first metatarsal and of the common extensor on 
the second metatarsal may be carried out. This operation should 
always be preceded by correction of positioning, e. g., by stretch- 
ing of the Achilles tendon or by plantar aponeurotomy. The aim 
of this procedure is to apply a dorsally flexive force directly to 
the skeleton of the forefoot. Part of this force is used up in 
extension of the toes. By changing the application point of the 
common extensor, the valgus component is cancelled and the 
lateral balance of the foot is reestablished. By pulling up the 
metatarsals, the procedure corrects clawing, provided the posi- 
tion has not become permanently fixed. Calluses then disappear 
spontaneously. In children, the operation is indicated earlier in 
the course of treatment than in adults, so as to avoid permanent 
deformity. If the skeletal frame is already deformed, combined 
subastragalar and mediotarsal arthrodesis should be performed, 
with or without resection of bone. If necessary, it should be 
supplemented by transplantation of the extensors on the first 
and second metatarsals. 


BRAZIL 


Fatal Strongyloidiasis—Dr. Luiz Carlos Fonseca and his co- 
workers in Hospital (47:1, 1955) reported two deaths due to 
strongyloidiasis. The first patient, a 62-year-old man, for one 
year prior to admission had been losing weight and getting 
progressively weaker. He had had diarrhea for five months, with 
up to 10 stools a day. Borborygmi, visible peristalsis, and 
edema of the lower extremities were noted. Blood tests showed 
intense hypochromic anemia and hypoproteinemia, with a de- 
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crease of serum albumin. His stools contained an abundance of 
Strongyloides stercoralis larvae. Roentgenographic examination 
of the digestive tract showed evidence of gastritis in the antrum. 
The duodenal arch was somewhat enlarged and, along with the 
first jejunal loops, showed no peristaltic or segmentary move- 
ments, the walls being rigid. From the fifth loop onward, heavy 
mucous lining, hypotonia, hypokinesia, hypomobility, and a 
slow passage of the opaque medium, especially through the 
ileum, was noted. The emptying time of the small intestine was 
eight hours, and passage through the colon was normal. Signs of 
irritation of the descending colon, sigmoid, and rectum were 
noted. Autopsy revealed prepyloric gastritis and duodenitis, with 
finely granulated mucosa, the duodenum as well as 50 cm. of 
the jejunum having been transformed into a rigid tube, with 
thick walls. In the sigmoid, ulcers about 5 cm. in diameter, with 
necrotic craters, were seen. A diagnosis of duodenitis and ulcera- 
tive enterocolitis caused by S. stercoralis was made. A second 
patient, a 2-year-old girl, was brought to the emergency ward 
with a partial obstruction of the small intestine and a history 
of epigastric pains, vomiting, anorexia, and loss of weight. Her 
stools showed a great number of S. stercoralis larvae. Radio- 
logical examination showed an occluding jejunitis, with dilatation 
and stasis of the duodenum and the stomach. The first loops of 
the jejunum had an aspect similar to that of the first patient. 
A laparotomy was performed and no external obstruction was 
found, but the loops of the small intestine were enormously 
distended, having the diameter of the colon. Six weeks after 
operation the child died. At autopsy, findings were of chronic 
gastritis and duodenitis due to S. stercoralis larvae. 


Hodgkin’s Disease.—Three unusual cases of Hodgkin's disease 
were reported by Prof. Celestino Bourroul and his co-workers 
in Arquivos dos Hospitais da Santa Casa de Sado Paulo (1:92, 
1955). A 43-year-old man who had complained of chronic diar- 
rhea for 19 years suddenly had so severe an aggravation of this 
symptom that a diagnosis of abdominal lymphosarcomatosis was 
made. Autopsy revealed Hodgkin's disease, predominantly of the 
small intestine. Another man, aged 45, was in poor health for 
six weeks prior to admission. Clinical findings suggested a 
mediastinal tumor. At autopsy, a huge fibrous mass filling the 
whole anterior mediastinum and involving the lungs was found. 
Histological studies established the diagnosis of Hodgkin's dis- 
ease. In both patients there was practically no lymph node in- 
vasion, and the spleen was normal. A 54-year-old woman was 
admitted with severe dyspnea and anasarca. She died before a 
clinical examination could be made. The presumptive diagnosis 
was cardiac insufficiency. Autopsy revealed nodules in the liver 
and pericardium. The appearance of the spleen suggested 
Hodgkin’s disease, and this diagnosis was confirmed by histo- 
logical exan: nation. 





CHILE 


Electrokymography.—In the Revista médica de Chile for August, 
Dussaillant and Gomez report a series of electrokymographic 
studies of 71 normal subjects. Four general types of contour 
were observed. Type A displayed well-defined atrial contraction 
descent (A-a), protosystolic ascent (a-S), systolic descent (S-s), 
late systolic ascent (s-D), and, during diastole, successive descent 
(D-d) and ascent (d-A). Each of these phases correlated closely 
with the different phases of the cardiac cycle. Type A was the 
most frequent. No subject adequately explored failed to show 
this type in at least one of the atrial points registered. Occasion- 
ally an atypical A contour, with no obvious A-a descent, was 
found. Type I was characterized by the absence of the systolic 
descent, and this imparted to the curve the appearance of a 
sustained upstroke or plateau during systole, mimicking the 
regurgitation wave of mitral insufficiency. Both early and late 
ends of the systolic upstroke were found. This type was found 
in 34% of the subjects but was confined to one or two points 
of the atrial contour. Occasionally this pattern and curves with 
shallow systolic descents were predominant over the atria! con- 
tour, but a well-defined S-s deflection was always identified in 
some of the tracings. The individual systolic descent, S-s (mean 
of the different tracings in the same subject), averaged for the 
group 43% of the height of the atrial tracing. One subject, with 
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four atrial tracings, showed an individual value as low as 15%, 
but, when only subjects with five or six atrial records were con- 
sidered, the individual S-s descent was always 25% or more of 
the amplitude of the tracing, and isolated values of 33% or more 
were identified at least over two of the different atrial points 
registered. The third type, H, found in only 9% of the subjects, 
was characterized by a proportionately very large atrial con- 
traction descent, amounting to 70 to 95% of the height of the 
tracing. The fourth type, L, showing a slow and extended phase 
of diastolic descent (D-d), was found only in 6% of the subjects. 
Both H and L types, when present, were confined to single 
points of the atrial contour. Their presence in normal subjects 
indicates that the features characterizing them do not, in them- 
selves, signify mitral stenosis. A quantitative and chronometric 
analysis of the different points of the atrial electrokymogram 
was made. Correlative studies showed a close correlation be- 
tween the phases of the atrial electrokymogram and the events 
of the ventricular cycle. Confusion has arisen on the subject of 
the atrial electrokymogram in normal subjects and in those with 
mitral lesions, because of conflicting records based on an in- 
sufficient number of observations and on electrokymographic 
studies limited to the exploration of only one to three points 
of the atrial contour. To be significant, electrokymography should 
include at least six tracings, with recording at the upper, middle, 
and lower thirds of the atrial contour, both in the right and in 
the left oblique positions. A knowledge of the normal atrial 
electrokymogram, including quantitative data on the range of 
variation for each accident and deflection, as has been attempted 
in this study, is essential for a dependable interpretation of ab- 
normal records. 

On the basis of a study of electrokymograms in a series of 
patients, the author concluded that (1) sustained systolic up- 
strokes at isolated points of the left atrial contour have no 
significance; they are frequent in normal subjects and in patients 
without mitral insufficiency; (2) the electrokymographic diag- 
nosis of mitral insufficiency demands sustained systolic expan- 
sion, extended to the whole atrial contour, or subtotal expansion 
clearly outside the normal limit; in addition, no marked mitral 
stenosis should exist, since this condition may be associated with 
atrial ballooning due to a different mechanism; the larger the 
ventricle, the greater is the significance of subtotal expansion; 
(3) the presence of a regurgitant type of wave over the pul- 
monary veins is evidence of mitral insufficiency; slight mitral 
insufficiency produces no characteristic electrokymographic find- 
ings, while well-marked mitral insufficiency may be associated 
with normal or borderline atrial electrokymograms in patients 
with marked left ventricular enlargement; (4) mitral stenosis 
shows no characteristic features on the left atrial electrokymo- 
gram; diffuse systolic expansion can be produced by stenosis 
alone and, though compatible with the possibility of associated 
regurgitation, is by no means diagnostic of this condition, par- 
ticularly if the left ventricle is of normal or small size; (5) in 
well-defined stenosis with no left ventricular enlargement, well- 
marked systolic descents over two or more atrial records (which 
is the usual case) rules out dynamically significant insufficiency 
contraindicating commissurotomy; (6) an abnormally large A 
wave over the pulmonary hilus and veins is a valuable and 
nearly constant diagnostic sign of mitral stenosis; and that (7) 
electrokymography is valuable for diagnosis of mitral valvu- 
lar lesions provided the whole visible atrial contour, the pul- 
monary hilus, and the veins be registered and provided it be 
interpreted in the light of the clinical and radiological data. 
Otherwise, the results may be misleading. 


Dr. Luckey’s Visit.—In July, Dr. E. H. Luckey of Cornell 
University, New York, lectured at the San Juan de Dios 
Hospital. He stated that in the early periods of heart failure 
edema responds well to the usual therapeutic methods but that, 
as time passes, the problem of the patient resistant to mercurial 
diuretics presents itself. The speaker defined resistant edema as 
that which persists in spite of rest, digitalis, and daily adminis- 
tration of mercurial diuretics. The main causes of refractory 
heart failure are hypermetabolism of any cause, such as hyper- 
thyroidism; infection or inflammation; primary hepatic or renal 
disease; inadequate treatment; electrolyte imbalance; and ad- 
vanced cardiac disease. 
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Filariasis—Vasant P. Mehta in Antiseptic (52:901 [Dec.} 1955) 
reported on a series of 528 patients with filariasis. It was 
uncommon to find the adult worm in clinical practice. The 
author found it only once, in a mass consisting of a lymphatic 
varix and inguinal nodes that was removed surgically. Blood 
examination is important, but the nocturnal periodicity was not 
found to be so common as reported. Lymphedema and elephan- 
tiasis occur as a result of lymphatic obstruction. Complete 
lymphatic obstruction can be produced without any venous ob- 
struction. In such cases tissue proteins cannot be reabsorbed 
by the venous route and therefore accumulate locally to a vary- 
ing extent, leading to hypertrophy of the subcutaneous tissues of 
the limb. Diagnosis of filarial elephantiasis presents very few 
problems. Associated hydrocele is common in men. The upper 
extremity was involved in about 5% of the patients, with or 
without the involvement of the lower extremity. General treat- 
ment includes treatment of the acute attack with rest, antibiotics, 
and local applications. Hetrazan may be given to patients show- 
ing a positive blood film, but it should be given in therapeutic 
dose and only under medical supervision. It has no effect in 
the chronic stage. Nonspecific protein therapy is of little value. 
The limb should be kept elevated at night and a pressure bandage 
applied. Glycerin injections have been used regularly since 1945 
in the treatment of lymohedema and elephantiasis. Its action 
appears to be lymphagogic rather than purely hygroscopic. The 
author uses 50% glycerin in triple-distilled water. Intra-arterial 
injections are made in the artery of the part that is affected. 
They are given once a week and followed by intravenous in- 
jections of 20 cc. given daily during the interval. The total 
number of injections vary with each patient. The effect depends 
on the nature and degree of lymphatic obstruction. The patients 
have been classified as those with (1) acute attacks without 
edema, (2) acute attacks with edema, and (3) chronic reversible, 
intermediate, or irreversible edema. The reversible type shows 
good response to glycerin therapy. The intermediate group is 
best treated by lymphangioplasty followed by glycerin injec- 
tions. Results with lymphangioplasty in which silk was used 
were not Satisfactory. There is an immediate reduction in the 
swelling, though some patients develop a recurrence due to the 
occurrence of infection, the affected limb being easily susceptible 
to streptococcic infection. This disappears after the removal of 
the tube, and the swelling then shows marked reduction. In 
patients with irreversible edema, the elephantoid tissue is ex- 
cised, and this is followed by skin-grafting. Although the cos- 
metic result leaves much to be desired, the relief offered is great. 
Sodium fluoride injections have not been very successful. 


The Indian Council of Medical Research.—The annual conven- 
tion of the Indian Council of Medical Research and the in- 
augural meeting of the Scientific Advisory Board were held at 
Nagpur in December. In addition to about 200 delegates, foreign 
experts representing medical research institutions in Australia, 
the United States, and England attended the conference. Raj- 
kumari Amrit Kaur announced schemes for promoting medical 
research, as incorporated in the second Five Year Plan, in her 
presidential address. Joint efforts will be made by federal and 
state governments to train postgraduates from all parts of the 
country, not only in their special subjects but also in research. 
The creation of a committee in each college was recommended 
to stimulate and coordinate the research programs. The speaker 
said that she was happy to find that medical research was gradu- 
ally finding an accepted place in medical colleges and that there 
was a growing desire among students and teachers to regard 
research as an essential part of their functions. She acknowl- 
edged with gratitude the generous support of international agen- 
cies like the World Health Organization and the Rockefeller 
Foundation. 


Liver Enzymes.—Mukherji and Sarkar in Bulletin of Calcutta 
School of Tropical Medicine (3:154 [Oct.] 1955) said that they 
selected the liver for a study of the activity of different enzymes 
in protein malnutrition. The primary disturbance in undernutri- 
tion is of a biochemical nature affecting the synthesis of various 
vitamins, coenzymes, proteins, adenosine, triphosphate, and 
others. There is a corresponding alteration in the concentration 
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of cellular enzymes. Liver biopsy was performed on five patients 
with nutritional edema and six children with kwashiorkor. Esti- 
mations of levels of nitrogen, catalase, alkaline phosphatase, 
and cholinesterase were carried out. The same observations were 
made after recovery. There was an increase in liver catalase 
activity during malnutrition, which dropped after recovery. The 
liver iron was increased. Liver cholinesterase was decreased. It 
increased after recovery, suggesting that the liver may be one 
of the sites for its synthesis or storage or that the enzyme may 
be connected with protein synthesis. The alkaline phosphatase 
level was increased, but the reason for its increase is not clear. 
It may be connected with increased gluconeogenesis. 


Medical Council of India.—The 44th session of the Medical 
Council of India was held at New Delhi in October. The presi- 
dent of the council, Dr. C. S. Patel, pleaded for better pay and 
service conditions for teachers in medical institutions. He also 
suggested that the retirement age of medical teachers be raised 
from 55 to 60 years and that provision be made for the pension- 
ing of the full-time teaching staff. Five more medical colleges 
will be started during the second Five Year Plan. The council 
is the only statutory body that has the power to establish a 
uniform minimum standard of higher qualifications for medi- 
cine in all the states. The council by a resolution suggested that 
the medical graduates, whose qualifications are not recognized, 
either undergo a period of training for six months in clinical 
subjects at a medical college or produce a certificate of five 
years’ active practice. 


Pimpri Penicillin.—The first consignment of penicillin manu- 
factured in India was put on the market at Poona on Dec. 11. 
The Minister of Health said that a number of schemes would 
be undertaken under the second Five Year Plan, not only to 
help in the expansion of existing drug-manufacturing units but 
also to double their production. Colonel Dogra described the 
occasion as another landmark in the history of Indian penicillin. 
He said that the Pimpri penicillin compared favorably with that 
produced in other countries. The existing capacity of the plant 
was being raised by another 60%, which would enable the plant 
to meet the requirements not only of India but also of neighbor- 
ing nations. Plans to produce benzathine penicillin and to in- 
stall a streptomycin plant are under way. 


Hydrocortisone Ointment.—P. N. Behl (/ndian J. Dermat. & 
Venereol. 21:149 [July-Sept.] 1955) reported on a series of 82 
patients with varied dermatoses, who were treated with topical 
application of hydrocortisone ointment. It was found to be bene- 
ficial in verruca plana, recent keloids, insect bites, dermatitis, 
dyshidrosis, id eruptions, and infantile eczema. It was of doubt- 
ful value in old keloids, psoriasis, neurodermatitis, idiopathic 
pruritus, lichen planus, alopecia areata, and erythema multi- 
forme. The ointment controls the eczematization in a short time 
and hence can be used to alleviate the disturbing symptoms 
while the cause is being treated. It is cosmetically acceptable 
and does not produce any untoward effects either locally or 
systemically, 


Leukoderma and Intestinal Infections.—-K. C. Sahu in /ndian 
Practitioner (8:1047 [Nov.] 1955) said that the cause of leuko- 
derma in most cases has been considered unknown but that in 
India most patients show evidence of protozoal, bacterial, or 
helminthic intestinal infection that is frequently associated with 
chronic intestinal amebiasis. Due to the chronic intestinal infec- 
tion, an absence of the precursors of melanin develops. Repeated 
stool examinations should be made and the appropriate treat- 
ment started. Other septic foci should also be looked for in the 
tonsils and teeth. Leukoderma in children is mostly due to 
bacillary dysentery. 


IRELAND 


Medical Research in Ireland.—In the 1954 report of the Medical 
Research Council of Ireland, details are given of a new chemo- 
therapeutic agent for use in treating tuberculosis. This is 
|-salicylidene-2-isonicotinyl hydrazine, or salizid, which has al- 
ready been released for clinical trial in the United States. It 
is claimed that it is as effective on a weight-for-weight basis as 
isoniazid but that it is free from undesirable side-effects. Twenty- 
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seven patients were treated with it for nine months, with radio- 
graphic improvement in nearly all, sputum conversion in about 
half, and an average gain in weight of 22 Ib. (10 kg.). Early 
clinical trials with an oxypolysaccharide polymer called His 
constarch are said to be encouraging. A hematological survey 
in the Coombe district of Dublin showed that hypochromic 
anemia was present in 31.4% of 1,000 pregnant women. In 
504 of these patients, or over half, diet and housing conditiens 
were not alone responsible for the anemia. Eight cases, or | 
in 375, of megaloblastic anemia were detected in 3,000 ante- 
natal patients. The ratio of female to male anencephalics in 
12,552 births in Dublin maternity hospitals was 8:1, which is 
higher than usually reported. Rickets has shown an extremely 
rapid decline in Dublin in a short period. In 1948, of 1,000 
children between 3 months and 4 years of age, 7° had the 
disease, compared with 0.3% in 1954, 


SWITZERLAND 


Tuberculosis in Young Adults.—A comparative study of tuber 
culosis in young adults during the periods 1928 to 1932 and 1948 
to 1952 was reported by P. Press in Praxis (vol. 44, no. 41, 42, 
and 43, October, 1955). There were 141 patients in the first 
group and 151 in the second. The mean age for the first group 
was 22 and for the second 24. The number of primary infections 
was five times greater for the second group, illustrating the 
recession in the tuberculization age that has occurred in Switzer- 
land. Secondary infection is found at present in one out of 
three patients on routine examination. The clinical aspect of 
the onset of illness has changed somewhat: there are fewer 
acute onsets (28.8 as compared to 32%) and more insidious ones 
(74.2 as compared to 65%). Hemoptysis is far less frequent 
(9.6 as compared to 30%). The changes would seem to be due 
both to better diagnosis and to a decrease in the progressive 
tendency of the disease. Radiologically, there has been a de- 
crease in bilateral lesions from 49.5 to 29.5%, and unilateral 
lesions have increased from 50.5 to 70.5%. In patients from 
both groups whose disease was diagnosed within three months 
after onset, nodular forms were found to have decreased by 
about 25% and mixed forms by more than 50%, while fibro- 
caseous forms have disappeared and infiltrating forms (usually 
subclavicular) have tripled in frequency. In fact, the latter con- 
stitutes one of the commonest types of beginning tuberculosis 
in young adults, occurring in two forms: primary infection with 
incomplete primary complex (absence of adenopathy according 
to Medlar) and early infiltration. The author's statistics are 
similar to those obtained by Vidal and his co-workers in France 
and First in Norway. The benefit obtained from the delay in 
tuberculization age is not marred by an increase in severity of 
the disease. 





Osteomyeloreticulosis—H. Dubois-Ferriére and E. Andreae of 
Geneva reported on a patient in whom clinical and hematological 
data suggested a diagnosis of polycythemia vera or myelocytic 
leukemia. The true diagnosis of reticulosis was not recognized 
until marrow biopsy was performed. The disease is neoplastic 
in character; it is the result of a growth of reticulum in the 
bone marrow, liver, spleen, and lymph nodes; and it can produce 
bony tissue, medullar fibrosis, and proliferation of erythro- 
poietic, myeloid, and megakaryocytic tissues. Initially there is 
new bone formation, with resultant bony sclerosis, marrow 
fibrosis, and transitory increase in hematopoietic activity (this 
explains the polycythemia). This is followed by the development 
of myelosclerosis with progressive anemia. What makes the diag- 
nosis difficult is that the growth of the reticulum in various 
organs may occur in separate stages. For example, osteosclerosis 
may be present from the start or appear at any stage up to and 
including the terminal period. For this reason, the disease has 
been given more than 30 names, whereas it is a single entity. 
The authors agree with Rohr that osteomyeloreticulosis is re- 
lated to the neoplasias and is not simply a hyperplastic reaction 
on the part of the reticulum. 





Nurse of Tomorrow.—A World Health Organization study 
group met in November to consider nursing education. The 
need for change was clearly recognized by participants from 
various countries. In the United Kingdom, for example, a survey 
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conducted in 1953 and 1954 revealed that 75% of the nursing 
in hospital wards is done by “students.” Training is therefore 
prolonged to meet service needs, and it is doubtful whether 
at any point of her course the future nurse can be legitimately 
described as a student. In France, the curriculum is considered 
too heavy, but, even so, the student nurse does not seem to 
receive sufficient preparation for her future role as health edu- 
cator. The economic status of student nurses varies from country 
to country. In Italy and Finland student nurses pay fees and do 
not receive an allowance; in Greece tuition is free but no allow- 
ance is paid; in Denmark, Germany, and the United Kingdom 
tuition is free and students receive an allowance; in Belgium, 
France, and Switzerland the system varies from one school to 
another. 


UNITED KINGDOM 


Boxing Injuries.—Professional boxers are liable to incur severe 
injuries, and this liability increases with age. By contrast many 
people maintain that amateur boxing with its different regula- 
tions is relatively safe, but, at a meeting of medical officers of 
the London Amateur Boxing Association, it was pointed out 
that six deaths of amateur boxers from intracranial hemorrhage 
have occurred since the war. Certain precautions have been 
recommended, such as always using a rubber instead of canvas 
floor and allowing medical officers more jurisdiction in dealing 
with injuries received by contestants. In general, four weeks’ rest 
from boxing after a severe head injury seemed to be a suitable 
period of convalescence. Intracranial hemorrhages are almost 
impossible to prevent, as the potential candidate for such can- 
not be detected. Traumatic encephalopathy is rare in amateur 
boxers but not uncommon in veteran professionals. In view of 
injuries to the human body in boxing, some people believe that 
it is a form of sport to be discouraged, since each head blow 
must produce some effect and each knockout cause definite 
cerebral damage. 


Sales Tax.—An annotation in the British Medical Journal of 
Nov. 5 points out that the announced increases in taxation will 
increase the cost of the National Health Service and also raise 
practice expenses. The additional sales tax will raise the price 
of many articles, from electric light bulbs to cars, and telephone 
bills will be substantially larger. Postage, too, is going up, and 
so is house rent. Some of these increases will be particularly hard 
on doctors with full-time appointments who receive no income 
tax allowances for cars and telephones, which are inevitably, but 
not exclusively, used in the course of their work. Drugs, with 
the exception of official preparations such as those described in 
the British Pharmacopeia, the British Pharmacopeial Codex, or 
the National Formulary and those that are of proved clinical 
efficacy, are subject to the sales tax. Nearly every new proprietary 
drug carries a sales tax until those who advise the Commissioners 
of Customs and Excise have made up their minds whether it 
should be put on the list of exempted preparations. The cost of 
equipping new hospital departments may be higher, because 
some furniture and fittings are subject to the sales tax. Most 
surgical instruments are free of tax, though even here such 
instruments as dressing scissors must bear the tax because they 
may be used for other than surgical purposes. 








Age of Retirement.—An investigation on behalf of the Nuffield 
Foundation into the ages of retirement revealed that more 
workers retire in their mid-60’s now than 20 years ago. In 
1951 only 48.7% of men between 65 and 69 were at work com- 
pared with 65.4% in 1931. Probably the more general introduc- 
tion of pension and superannuation schemes accounts for mak- 
ing retirement easier, and the strain of two world wars has in- 
creased the desire for restful seclusion in later life. Retirement 
at 65 is customary, but at present there is a general shoriage 
of labor in industry, and, therefore, compulsory retirement of 
skilled and manual labor is uneconomical. Of those who retire, 
only about 50% claim to be in ill health. After compulsory 
retirement some workers prefer to take on a light or part-time 
job, which may be in an entirely different occupation. It would 
seem far more logical to employ those who wish to work and 
are capable of useful employment in occupations to which they 
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are accustomed. Older persons might fight shy of a new en. 
vironment and work less efficiently in strange jobs. The investi- 
gators, therefore, recommended that facilities for employment 
of older workers under less arduous conditions be made avail- 


_able and that industrial concerns could, with profit, study this 


problem, which embraces social medicine. Agencies should be 
organized that enable older workers to be placed in suitable 
posts—a new approach of finding the right job for the man 
and not just the right man for the job. 


Hospital Costs Inquiry.—An inquiry into substantial differences 
between costs at St. Bartholomew’s Hospital and at other 
London teaching hospitals has been proposed by the House of 
Commons Committee of Public Accounts. The committee’s re- 
port showed that the weekly cost for a patient at St. Bartholo- 
mew’s was more than $8.40 over the average. It also reproved 
the board of governors for considering comparisons of cost not 
worthwhile. Of the 34 boards of governors of teaching hospitals 
asked to report on costs for 1954, 17 pointed out that such re- 
ports were of little use and 5 made no response. The weekly cost 
per patient for general teaching hospitals with over 300 beds 
ranged from $62 to $80. St. Bartholomew’s was the highest. 
The committee asked the Ministry of Health for a note of par- 
ticular factors affecting St. Bartholomew’s. This showed that the 
relatively high cost did not appear to be due to greater volume 
or variety of work. The ministry had suggested some reductions 
and changes in the nonmedical staff, but so far these suggestions 
have not been accepted by the governors. The higher standing 
charges are probably due to dispersed accommodations. Investi- 
gating officers of the ministry stated that any institution that is 
maintained out of public funds has the duty to see that those 
funds are spent economically and that control of expenditure is 
efficient. 


Natural Childbirth—Dr. G. D. Read proposes using phono- 
graph records to extend his teaching of childbirth without pain 
to expectant mothers. His theory that relaxation and removal 
of fear allows easy, natural childbirth is not universally ac- 
cepted. Although the staffs at many British hospitals practice his 
ideas, others accept pain in childbirth as inevitable and use 
anesthesia as required. The record explains the theory of natural 
childbirth without anesthetics and gives instruction in the exer- 
cises to be followed during the antenatal phase, preparing the 
mother for the physiological process of childbirth. It then de- 
scribes the circumstances of such a childbirth in a mother who 
has followed this system, recording the medical attendant’s in- 
structions, the mother’s replies, and finally the first noises of 
the baby and the mother’s reactions. Dr. Read expects opposi- 
tion to the sale of these records to the general public, but he 
explains that a woman following the instructions, knowing what 
is actually happening to her and being without fear, will find 
that childbirth has taken place with no unbearable discomfort. 


Radioisotopes.—On Dec. 9, 1955, Princess Margaret visited the 
Atomic Energy Authority’s radio chemical center at Amersham, 
where radioactive materials for medical and scientific research 
and industrial use are manufactured and distributed. The pure 
radioisotopes isolated at the center are synthesized into “labeled” 
compounds and marketed throughout the world. The products 
issued include isotopes of high specific activity, numerous com- 
pounds containing “labeled” carbon sources of beta ray emana- 
tion, and natural radio-elements. Approval of the Medical 
Research Council’s special advisory panel is required before 
radioisotopes can be supplied for oral or parenteral use in human 
beings. The center was taken over from a private company by 
the government in 1946 and is now part of the Atomic Energy 
Research establishment. 


Nuffield Orthopedic Center.—Viscount Nuffield has given 
$560,000 to the Nuffield Orthopedic Center in Oxford. The 
money will be used to provide buildings for a center dedicated 
to the advancement of knowledge of the causes of crippling 
diseases and injuries and treatment of them. The first chair in 
orthopedics in the country was established in 1938, with part of 
the $6,160,000 given by Lord Nuffield to Oxford University for 
the development of its medical school. From this, $140,009 
went to the erection of the Nuffield Department of Orthopedic 
Surgery. 
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Arthritis—The annual meeting of the Heberden Society in 
December was opened by Dr. J. Sharp (Manchester), who noted 
that several patients with tuberculosis of the vertebrae also had 
disease of the mitral or aortic valves and considered that these 
conditions might be related. In a small group of patients the 
changes in the heart, spine, sacroiliac joint, and joints of the 
extremities seem to have resulted from severe attacks of rheu- 
matic fever. In the discussion on the two new steroids, prednisone 
and prednisolone, Dr. Oswald Savage (London) confirmed their 
therapeutic efficiency, but he stated that afebrile pneumonia and 
micrococcic septicemia had occurred during treatment. He 
said that dyspepsia was a common toxic effect, although it was 
no worse than with cortisone. Dr. F. Dudley Hart (London) dis- 
agreed. He was impressed with the promptness of action of the 
new steroids but thought that the increased incidence of dys- 
pepsia associated with them outweighed the advantage of their 
negligible effect on sodium metabolism. Dr. M. Thompson said 
that hemorrhage from the upper and lower alimentary tract in 
patients taking these drugs was a recognized danger. After sev- 
eral months’ treatment the dose had to be increased to get the 
same effect, although a change to cortisone was sometimes 
effective. Dr. Duthie (Glasgow) was concerned about the effect 
on the integrity of joints of completely suppressing inflammation 
and thereby removing a check to their overuse. 

Prof. J. Kellgren (Manchester) described a survey of a sample 
of the general population, aged 55 to 64 years, which had 
been made for evidence of rheumatoid arthritis. Clinical evidence 
of the disease was twice as frequent in women as in men, but 
radiological and agglutination tests were equally distributed be- 
tween the sexes. These tests were of diagnostic value in 90% of 
patients with severe rheumatoid arthritis. Dr. J. S. Lawrence 
(Manchester) had found radiological evidence of osteoarthritis 
in about 85% of subjects between 55 and 64. Radiologically, 
women were found to have osteoarthritis more often in the distal 
and proximal interphalangeal joints of the fingers, carpometacar- 
pal joints, knees, and metatarsophalangeal joints of the feet than 
men, who more often had osteoarthritis in the wrists. He thought 
that two factors were responsible for the greater prevalence of 
multiple osteoarthritis in women. One, believed to be genetic, 
was associated with Heberden’s nodes and osteoarthritis of the 
interphalangeal, metacarpophalangeal, and carpometacarpal 
joints of the hands, the interfacetal joints of the cervical spine, 
the sacroiliac joints, and the metatarsophalangeal joints of the 
feet. The other factor, possibly genetic, was associated with 
obesity and osteoarthritis of the weight-bearing joints. Trauma, 
deformities, occupation, and rheumatoid arthritis played a rela- 
tively minor part in determining the osteoarthritic joint pattern 
in women. 

Dr. V. Wright (Stoke Mandeville) noted that, when arthritis 
was associated with psoriasis, the latter commonly antedated the 
former, which was often of the atrophic type. Changes in the 
nails came on at the same time as the joint lesions and tended 
to wax and wane with the arthritis, which was polyarticular less 
often than the classical disease. The distal interphalangeal joints 
were most commonly involved first. There was a tendency for 
the disease to mimic gout, to have a high incidence of complete 
remission, and to be associated with morning sickness. Dr. D. 
Jackson (Manchester) reported a new method of isolating and 
purifying so-called alkali-soluble collagen by repeated precipita- 
tion of an extract of rabbit skin with saturated sodium chloride 
or ammonium sulfate. Dr. I. Gilliland (London) and his collab- 
orators reported changes in serum proteins in an attack of 
rheumatic fever. They found that the ratio of albumin to «-2- 
globulin was low in the initial stages of the disease and rose with 
recovery. 


Inguinal Herniorrhaphy.—Doran in Lancet for Dec. 24, 1955, 
pointed out that despite a lot of criticism many inguinal hernias 
are repaired by a method that involves a rearrangement of the 
lower border of the inguinal aponeurotic falx. It is placed in 
apposition to either the inguinal or the pectineal ligament. The 
fact that the conjoined tendon, or aponeurotic falx, does not 
descend as a shutter mechanism to close the inguinal canal is 
fully recognized. A modification of the original Bassini opera- 
tion of suturing tissues under tension has been suggested by 
Halstead and Tanner. In this operation a relieving incision in 
the aponeurotic rectus sheath theoretically allows the conjoined 
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tendon to be sewn to the inguinal ligament without tension and 
interrupts the pull on the suture line from the abdominal wall 
muscles of the opposite side, which are inserted into the linea 
alba. Theory is not always proved right in practice. Using radio- 
paque markers at such operations, Doran was able to record on 
radiographs any subsequent separation of the conjoined tendon 
from its new position. He carried this out in 37 patients. In 25 
cases of suturing the conjoined tendon to the inguinal ligament 
and using the relieving incision in the rectus sheath, he found 
to his disappointment nine separations by the end of a year. In 
12 patients the conjoined tendon was sutured to the pectineal 
ligament, and in 3 there were separations in a year, Twenty-two 
patients were radiographed at the end of the second year, but 
no further change had occurred in any, suggesting that, if union 
between the ligamentous structures does fail, it does so in the 
first year. Hence, a theoretical improvement to secure success 
of the union is disappointing in practice. This confirms the idea 
that the repair part of an inguinal herniorrhaphy should take 
the form of a graft of either inert or vital tissues into the posterior 
wall of the inguinal canal, leaving the conjoined tendon in its 
natural position. 


Acute Respiratory Infections.—Disease of the respiratory tract 
accounts for the largest group of organic conditions encountered 
in general practice. Shaw and Fry (Brit. M. J. 2:1577, 1955) 
studied a series of 80 patients in their homes. Their infections 
were classified into three clinical groups: influenza with chest 
complications (28%), bronchitis (20% ), and pneumonia (52°% ). 
Abnormal physical signs were present in 92°. The sex distribu 
tion was equal in patients with influenza and pneumonia, but of 
the patients with bronchitis men predominated. Radiography of 
73 of the patients revealed significant abnormalities in 48° ; the 
earlier the radiograph was taken, the higher the percentage of 
abnormalities revealed. Films of 75% of the patients with clini- 
cally diagnosed pneumonia showed abnormal findings. Radi- 
ography was the most helpful of the investigations undertaken, 
as it enabled a correlation to be made with the clinical findings 
and served to exclude tuberculosis and bronchial neoplasms. 
Domiciliary radiography in cases of diagnostic doubt or severe 
chest illness was of special value. Bacteriological studies were 
made before therapy with sulfonamides or antibiotics was given. 
Pathogenic bacteria were isolated in 31% of the patients; a 
specific bacterial cause was found in 17.5% and a viral cause in 
18.8%, but most patients appeared to have nonspecific catarrhal 
infections. Sputum gave the highest percentage of positive isola- 
tions (25%), followed by throat swabs (18%) and nasal swabs 
(11%). The pathogenic organisms most often isolated were 
Diplococcus pneumoniae, Hemophilus influenzae, and a Micro 
coccus pyogenes var. aureus coagulase-positive. No virus isola 
tions were made from 67 gargles, but examinations of 70 pairs 
of serums showed diagnostic evidence of influenza B in 8, 
influenza A in 1, psittacosis in 2, and elevation of the strepto- 
coccic MG titer in 3 cases with other evidence of virus pneu 
monia. Elevation of cold agglutinins to a significant titer was 
found only in patients with other evidence of virus pneumonia. 
There was a reasonable correlation between the initial clinical 
separation of the cases into the three main groups and the final 
diagnosis revealed by the investigations. 

Hematological examination was of limited value. No cases of 
anemia were seen; 75% of the leukocyte counts were within the 
normal range, 4% were low, and 24% were raised. The patients 
with leukopenia had virus infections, but it was more common 
to find a normal count in those with a diagnosis of virus infec- 
tion. Bacterial infections were not always accompanied by a 
leukocytosis. The main value of an increased sedimentation rate 
was that it suggested a careful investigation in patients with a 
persistent elevation after clinical recovery. Virus tests were of 
the least practical value, because the results cannot be made 
known to a practitioner for at least four weeks from the start of 
the illness. Clinically it was found more difficult to decide which 
patients should be given antibacteriai therapy than which anti- 
bacterial agent should be prescribed. Treatment was invariably 
with penicillin or sulfonamides. Symptomatic treatment was given 
to 45%, penicillin or sulfonamides to 40%, and one of the tetra- 
cycline drugs to 5%. A tetracycline drug was given to 10% after 
failure to respond to penicillin or sulfonamides. Domiciliary treat- 
ment was given to 95% of the patients. 
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CORRESPONDENCE 


INVESTMENTS 


To the Editor:—In the Business Practice section of THE Jour- 
NAL, Jan. 14, 1956, page 136, the advantages of investment in 
municipal and state bonds are convincingly presented. To a phy- 
sician, who is neither interested nor initiated in the investment 
field, a program of investment in municipal and state bonds 
would seem absolutely ideal after reading this article. However, 
we feel it should be pointed out that important considerations 
on the other side have been completely overlooked in this pres- 
entation. Mr. Burgert emphasizes that “a municipal bond port- 
folio requires less time in actual review and supervision than 
one including other types of securities.” It should be pointed out 
that common stock funds, which have grown so greatly in num- 
ber and size over the last few years, require no more super- 
vision on the part of the individual. In the case of each type 
of investment, however, selection is important. Omitted en- 
tirely, also, is any statement regarding the lack of growth char- 
acteristics inherent in bonds. A sum of $10,000 invested in 
municipals in 1945, if properly selected, is still worth approxi- 
mately $10,000, and the investor has received approximately 
$3,000 in tax-exempt income. If $10,000 was invested in one of 
the better common siock funds in 1945, it was worth around 
$22,000 at the end of 1954, and the investor had received 
$4,922 in taxable income (Wiesenberger, A.: Investment Com- 
panies, 1955, New York, A. Wiesenberger & Company, p. 153). 
The implication in the article is that in order to have a diversi- 
fied investment program, a physician has to devote unwarranted 
time to the handling of his portfolio. Just as medical services 
can be purchased, so can investment counsel be purchased. Trust 
companies and investment counsels are available to outline pro- 
grams best fitted to the physician’s needs. The time consumed 
is certainly no more than that consumed in intelligently handling 
a municipal and state bond portfolio. Our conclusion is that 
an invesiment and retirement program should be worked out to 
fit the individual needs of the physician and should be balanced 
to provide not only maximum security but also participation in 
the indusirial growth of our country, income adequate to the 
individual needs, and fulfillment of the requirements of retire- 
ment and estate planning. In the Jan. 4, 1947, issue of THE 
JOURNAL, page 27, was an article, “The Doctor Reviews His 
Portfolio,” that we believe gives a much broader and more 
reasonable point of view toward investments. 


W. W. Wacker, M.D., Director 
J. P. Rosinson, President 
Craig-Hallum, Inc. 

Rand Tower 

Minneapolis 2. 


SALICYLAMIDE 


To the Editor:—In THE JourNaL, Dec. 24, 1955, page 1619, Drs. 
Robert C. Batterman and Arthur J. Grossman present evidence 
from which they draw three conclusions: one, that salicylamide 
is not an effective analgesic or antirheumatic; two, that the 
double blindfold technique as applied to an evaluation of anal- 
gesic and antirheumatic drugs does not show any differentiation 
between placebo therapy or effective medicaments; and, three, 
that each investigation group studying such drugs should deter- 
mine the responsiveness to placebo medication for its particular 
type of patients and use these data as a control for evaluation 
of unknown analgesic or antirheumatic drugs. Their first con- 
clusion, that salicylamide is ineffective, is contrary to widely 
accepted authority. It is reasonable to expect, under these cir- 
cumstances, that their evidence should be more convincing than 
the data heretofore available concerning the analgesic and anti- 
rheumatic effectiveness of salicylamide; however, this is not the 
case. The series upon which this conclusion is apparently based 
is a group of 20 ambulatory patients who had full knowledge 
of what was administered. No description is given of the 
patients’ conditions, and no control is offered of the effectiveness 


or lack of effectiveness of aspirin or a placebo under the same 
circumstances. They report only that the results were so un- 
favorable for salicylamide that this phase of the investigation 
was discontinued. This conduct of the investigation is not in 
keeping with their own conclusion that each investigation group 
should determine the responsiveness to placebo medication for 
its particular type of patients and use these data as a control for 
evaluation of unknown analgesic or antirheumatic drugs. 

Until such time as a more objective procedure for evaluating 
subjective response than a double-blind technique (other than 
statistical evaluation of enormous masses of data) is available, 
it cannot be assumed that data obtained by a double-blind test 
is unreliable while data obtained by a notoriously deceptive 
procedure is reliable. Yet in arriving at their conclusion that 
salicylamide is not an effective drug, Batterman and Grossman 
ignore the evidence they present in table 2, which shows greater 
preference for salicylamide than for aspirin in arthritic con- 
ditions and greater preference for a placebo than for either, in 
favor of data obtained in an uncontrolled test. Batterman and 
Grossman express surprise that the double-blind technique ele- 
vates the effectiveness of placebos and reduces the effectiveness 
of known effective analgesics to the same level of effectiveness, 
namely, about 60%. It is surprising, therefore, to find them 
saying further that they find a single-blind technique, where 
the physician is aware of the medicament to be used, gives the 
most useful data for analysis. As between a single-blind and a 
double-blind study, the only usefulness of data could be to de- 
termine the influence of the physician on the results, when he is 
aware of the identity of the drugs being tested. 

It is not surprising to find, in a study of mild analgesics, 
that, when all sources of bias are eliminated, placebos show up 
equally well. When the most potent analgesic available was 
used at the maximum safe level (15 mg. of morphine per 70 kg. 
of body weight), only 75% of patients with severe postoperative 
wound pain were satisfactorily relieved; under these conditions 
placebos will do half as well (Beecher, H. K.: J. A. M. A. 
158:399 [June 4] 1955). When, under such severe conditions, a 
placebo shows powerful effects, it may be expected to show up 
more favorably in comparison with milder agents. The problem 
of evaluating salicylate-type analgesics is not a simple one. There 
are no reliable laboratory criteria; in our laboratory we at- 
tempted to duplicate Hart’s work (J. Pharmacol. & Exper. 
Therap. 89:205 |March] 1947) using a refinement of his appara- 
tus. Instead of visual observation and a manually operated stop- 
watch, we used a circuit that turned on the light and an electric 
stopclock simultaneously and incorporated a photocell that shut 
them off the instant the rat flicked its tail. In our hands, the 
method was suitable for the opiate analgesics but not for milder 
drugs; obviously, this does not mean that there is no place in 
medical practice for aspirin, salicylamide, phenacetin, and other 
such analgesics. Similarly, in a clinical procedure, there is as 
yet no reliable method of evaluating or comparing mild anal- 
gesics, using conventional techniques or criteria. Batterman and 
Grossman point out that comparison with placebos by a double- 
blind technique will erroneously condemn many such drugs as 
being ineffectual, and they give aspirin as an example. Their 
proposed substitution of a single-blind comparison with a 
placebo or, as in the case of their salicylamide study, of an 
uncontrolled test with a small group of patients cannot be re- 
garded as worthy of consideration. As pointed out by Beecher, 
records of subjective symptoms can easily be influenced uncon- 
sciously by the investigator’s attitude. This is an influence that 
can reach absurd proportions. As for example, W. D. Paul 
reported, in 1951, a test in which a group of patients invariably 
had nausea and vomiting and could not tolerate the test drug. 
Investigation revealed that the nurse dispensing the drug had 
told each patient that the study was to see if the drug would 
make him vomit. A few weeks later, the same drug, on the same 
ward, with everyone warned not to say a word, caused no nausea 
or vomiting. Certainly a procedure in which even such things 
as the tone or the facial expression of the investigator, let alone 
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unintentional or undisguised skepticism or bias, can profoundly 
influence the results cannot seriously be regarded as superior 
to the double-blind technique in assaying subjective response. 
Nor can Batterman and Grossman's proposal to use a different 
set of patients for each of the items being tested be given 
serious consideration, unless they propose to deal with the num- 
bers of individuals that yield insurance statistics. Paired studies 
are difficult enough to correlate under exacting laboratory con- 
ditions; how to pair off human beings to test their response as 
regards symptoms that are a resultant of physical and emotional 
states affected by every factor that has entered their lives from 
the moment of conception represents quite a feat. 

An ideal procedure for evaluating such drugs might be a 
triple-blind test, a test in which neither the investigator nor the 
patient is aware that the drug involved is being tested for effec- 
tiveness in a particular condition. Something approaching this 
type of an evaluation has been reported to this laboratory con- 
cerning the effectiveness of salicylamide in relieving arthritic 
conditions. It has come to our attention that several urologists, 
administering a preparation containing 0.6 gm. of salicylamide 
three times a day before meals for phosphocalcic urinary lithi- 
asis (New England J. Med. 253:446 [Sept. 15] 1955), had patients 
comment to them that since taking the new prescription their 
“arthritis felt much better.” Since the patients in these instances 
were taking a “new kidney stone drug” given by a doctor not 
treating their arthritis, any effect on their arthritic pains cannot 
have been influenced by the act of taking the drug, and they 
cannot be regarded as placebo reactors. It would be interesting 
to see if controlled studies planned along such lines might not 
yield results more closely comparable to universal experience 
than the methods proposed by Batterman and Grossman. 


E. T. MarGo.is, Ph.D. 

E. S. Miller Laboratories, Inc. 
P. O. Box 2302, Terminal Annex 
Los Angeles 54. 


SURGEON GENERAL’S INDEX-CATALOGUE CLOSED 


To the Editor:—The final regular volume (series 4, vol. 11) of 
the Index-Catalogue of the Library of the Surgeon General's 
Office (Armed Forces Medical Library) has just been released, 
and it is now being distributed to medical institutions through- 
out the world. It would seem to be appropriate at this time 
to recall the reasons for bringing this monumental medical bibli- 
ography to a close and to call attention to the publications of 
the Armed Forces Medical Library, which henceforth supplant 
the Index-Catalogue. Continuation of the Index-Catalogue has 
been in question since 1921; in that year Gen. Robert E. Noble, 
then librarian, proposed changing the method of publishing to 
provide for an annual volume, complete in itself for a given 
time span, rather than for extended serial publication requiring 
a 20-year cycle for completion of any one series. He was 
alarmed at the ever-increasing gulf between the number of items 
indexed and the number of items published; even in his day the 
unpublished backlog consisted of over a million items. Through 
the years the problem grew more acute. In 1948, while Col. 
Joseph H. McNinch was director of the library, an advisory 
committee of consultants on the indexes published by the library 
was formed. The membership of the committee was carefully 
selected to represent the best thought available on medical bibli- 
ography. Over a period of three and a half years, first under 
the chairmanship of Dr. Lewis H. Weed and later under the 
chairmanship of Dr. Chauncey D. Leake, the committee held 
12 meetings, in which it systematically explored the questions 
of (1) use of and need for medical indexes and (2) techniques, 
including new machine methods, that might be employed in 
constructing them. During the life of the committee, a special 
research project was undertaken at Johns Hopkins University 
by Dr. Sanford V. Larkey, who also served as a member of the 
committee; the studies of the research project were available 
to the committee for its deliberation. The committee learned 
that the unpublished file of cards totaled 1,750,000 and that the 
file was increasing at a rate of more than 200,000 cards per 
year. Publication was progressing at the rate of one volume 
of 80,000 references every three years. Considering that by 
1950 a total of 2,865,000 references had already been published 
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in the four series of the Index-Catalogue, and, projecting the 
rates of indexing and publishing beyond that time, it was ap- 
parent that, if the Index-Catalogue were to continue in its present 
form, by the year 1958 the total number of items published 
would be 3,105,000, whereas the total number of items in the 
unpublished backlog by 1958 would be 3,150,000. In other 
words, by 1958 the Index-Catalogue would be withholding from 
publication more information than it had been able to publish in 
the 78 years from 1880 to 1958. Thereafter, even if annual 
volumes of 80,000 references could be published, an annual 
publishing deficit of 120,000 items would be incurred, swelling 
the gigantic backlog. 

The committee therefore recommended in 1950 that the Index- 
Catalogue be brought to a close with the volume then in 
preparation (the present volume). It further recommended that 
selected monographic, but not periodical article, material from 
the backlog be published as a supplementary series, which, with 
the four series of the Index-Catalogue, would then constitute the 
subject key to the library's holdings up to 1950. This supple- 
mentary series will appear during the next decade, and the 
Index-Catalogue will then finally be at an end. The committee 
also recommended that the library continue to develop an index- 
ing program of its current receipts of current material. In re- 
sponse to this charge, the library rehabilitated its monthly 
Current List of Medical Literature, in which, since 1950, it has 
indexed the current significant periodical literature of medicine 
at a consistent rate of 100,000 items annually, with semiannual 
cumulations of subjects and author indexes. In addition, the 
library has published an annual catalog, containing author and 
subject entries for all monographic items processed in the library 
during the year. It is of considerable significance that the first 
quinquennial cumulation (1950-1954) of the Armed Forces 
Medical Library Catalog has recently appeared in six volumes. 
In other words, the four series of the Index-Catalogue, along 
with the supplementary series to be published, constitute the 
subject key to the holdings of the Armed Forces Medical Library 
up to 1950; beginning in 1950, and henceforth, the Armed 
Forces Medical Library Catalog and the Current List of Medical 
Literature fulfill our obligations in this area. The 3 million sub- 
ject references in the 58 volumes of the Index-Catalogue con- 
stitute a permanent body of reference covering publications of 
the 15th to the 20th century. The continuing usefulness of th.s 
material is assured. The Armed Forces Medical Library now 
turns its attention to the more pressing tasks of providing bibli- 
ographic keys to the current literature of medicine, which will 
appear promptly, will be reasonably comprehensive in scope, 
and will be as convenient to use as we can make them or as time 
and money limitations may dictate. 


Lieut. Cot. FRANK B. RoGers, M. C. 
Director, Armed Forces Medical Library 
Seventh Street and Independence Avenue, S. W. 
Washington 25, D. C. 


RETAINED SURGICAL SPONGES 


To the Editor:—In THE JourNAL, Dec. 17, 1955, page 1525, is an 
article, “Radiological Diagnosis of Retained Surgical Sponges,” 
by Drs. H. M. Olnick, H. S. Weens, and J. V. Rogers Jr. Dr. 
Nicolai Cahn of Berlin, Germany, first developed such radio- 
paque gauze and sponges 26 years ago. He reported on his 
invention at the 53rd convention of the German Surgical Associ- 
ation in Berlin in April, 1929. I published a paper on experi- 
ments with this radiopaque gauze used in surgery in the Zentrai- 
blatt fiir Gyndkologie in 1930, pages 2839-2844. 


ISAAK GRUNSTEIN, M_D. 
220 Central Park South 
New York 19. 


REPRINT REQUESTS 


To the Editor:—I would like to suggest that when doctors 
request reprints they should enclose a self-addressed, stamped, 


return envelope. : 
ALEXANDER STERLING, M.D 


1737 Chestnut St. 
Philadelphia 3. 
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MEDICAL LITERATURE ABSTRACTS 


INTERNAL MEDICINE 


Anticoagulant Therapy in Cardiac Infarction. D. 1. Manson and 
H. W. Fullerton. Brit. M. J. 1:6-8 (Jan. 7) 1956 [London, 
England]. 


Of 164 patients with recent myocardial infarction who were 
admitted to the Aberdeen Royal Infirmary between 1949 and 
1954, 102 were given, in addition to conventional treatment, 
ethyl biscoumacetate (Tromexan ethyl acetate) orally for a 
minimum of three weeks and an average duration of four weeks, 
and 62 patients were given heparin intramuscularly in doses of 
12,500 units twice daily for three weeks. In the group of patients 
treated with ethyl biscoumacetate, this drug was used routinely 
except for a small number of patients with obvious contraindi- 
cations such as hemorrhagic tendencies, peptic ulcer with recent 
hemorrhage, and renal failure. One hundred fifty patients with 
recent myocardial infarction admitted to Woodend Hospital, 
Aberdeen, Scotland, did not receive anticoagulant therapy and 
served as controls. Eight of the 102 patients treated with ethyl 
biscoumacetate died, and 6 of the 8 had an extension or recur- 
rence of cardiac infarction, one had a rupture of the papillary 
muscle of the mitral valve with massive pulmonary edema, and 
one a rupture of the right ventricle with hemopericardium. Of 
the 62 patients treated with heparin, 15 died; death resulted 
from further myocardial infarction in 11, from cerebral embo- 
lism in 2, from intractable cardiac failure in one, and from 
uremia in one. In the control group, 45 died; death resulted 
from another myocardial infarction in 24, from peripheral 
thromboembolic complication in 8, from cardiac failure in 8, 
from peripheral failure in 4, and one patient died during an 
attack of Adams-Stokes disease. Thromboembolic complications 
occurred in 21 (20.6%) of the 102 patients, in 18 (29%) of the 
62 patients, and in 54 (36%) of the 150 patients. Anticoagulant 
therapy with ethyl biscoumacetate thus greatly reduced the in- 
cidence of thromboembolic complications and the mortality rate 
in the patients with cardiac infarction. Prolonged treatment with 
heparin was without notable effect. During the same five-year 
period 38 patients with myocardial infarction died within 24 
hours of their admission to the Aberdeen Royal Infirmary; they 
were classified as “early death” and were excluded from the 
authors’ report because 24 hours was considered too short a 
period for the anticoagulants given orally to act effectively. In 
view of the large number of deaths occurring early after cardiac 
infarction, large doses of heparin should be given initially for at 
least 24 hours as well as anticoagulants, administered orally. 


Anticoagulant Therapy in Idiopathic Occlusion of the Axillary 
Vein. J. Marks. Brit. M. J. 1:11-13 (Jan. 7) 1956 [London, 
England]. 


Combined treatment with heparin and an antiprothrombin 
agent (ethyl biscoumacetate or phenindione) was given to 12 
hospitalized patients with idiopathic or “stress” occlusion of the 
axillary vein (Paget-Schroeder syndrome). Heparin was given 
intramuscularly with hyaluronidase every 4 hours for the first 
24 hours. The initial dose of the antiprothrombin agent was 
given orally at the same time as the first dose of heparin. Sub- 
sequent daily doses of the antiprothrombin agent were given to 





The place of publication of the periodicals appears in brackets preceding 
each abstract. 

Periodicals on file in the Library of the American Medical Association 
may be borrowed by members of the Association or its student organi- 
zation and by individuals in continental United States or Canada who 
subscribe to its scientific periodicals. Requests for periodicals should be 
addressed “Library, American Medical Association.” Periodical files cover 
1947 to date only, and no photoduplication services are available. No 
charge is made to members, but the fee for others is 15 cents in stamps 
for each item. Only three periodicals may be borrowed at one time, and 
they must not be kept longer than five days. Periodicals published by the 
American Medical Association are not available for lending but can be 
supplied on purchase order. Reprints as a rule are the property of 
authors and can be obtained.for permanent possession only from them. 


maintain the concentration of prothrombin in the patient’s blood 
at 10 to 25% of the normal level as determined by the Quick 
one-stage method. In order to assess the value of anticoagulant 
therapy, the results obtained in the author’s 12 patients and in 
19 additional patients collected from the literature were studied, 
The 31 patients could be divided into two distinct groups, 
namely, 20 patients who had pain and 11 who were without 
pain. The patients in the first group probably had a primary 
thrombophlebitis, and in these patients the anticoagulants pro- 
duced rapid relief of pain and reduced the residual swelling. The 
group of patients without pain were not greatly benefited by the 
anticoagulant therapy; in these patients, obstruction of the axil- 
lary vein was probably caused by extravascular obstruction with 
minimal secondary intravascular clotting. Anticoagulant therapy 
with combined administration of heparin and antiprothrombin 
agents should be given early to achieve the best results, and to 
prevent recurrence it should be continued until the patient 
returns to full activity. 


Treatment of Subacute Bacterial Endocarditis. E. Henriksen 
and F. Neukirch. Danish med. bull. 2:208-213 (Dec.) 1955 (In 
English) [Copenhagen, Denmark]. 


In most cases, the diagnosis of subacute bacterial endocarditis 
rests on the cardinal symptoms, which are long periods of fever, 
cardiac murmur, and, as a rule, anemia. Demonstration of bacte- 
remia is most important in diagnosis. With efficient technique, 
positive cultures will usually be obtainable in one of the first 
four blood specimens in cases where bacteremia can be demon- 
strated. From 1946 to 1954, 19 cases of subacute bacterial endo- 
carditis in 10 male and 9 female patients were treated in 
Blegdam Hospital. Twelve of the patients were infected with 
nonhemolytic streptococci, four with Micrococcus pyogenes var. 
aureus, One patient with Str. faecalis, and in two cases no organ- 
isms could be found. The patients with nonhemolytic Strepto- 
coccus infection, which is highly susceptible to penicillin, and 
the two patients without demonstrable bacteremia were treated 
with the same amounts of penicillin as are used in treatment 
of other infections due to penicillin-sensitive organsims. Treat- 
ment of subacute bacterial endocarditis due to organisms less 
sensitive to penicillin is more difficult. In spite of long and in- 
tensive treatment of the other patients with penicillin and one 
or more other antibiotics, the results were inferior to those in 
the patients with nonhemolytic Streptococcus infection. Of the 
19 patients, 13 were discharged as bacteriologically cured. At 
follow-up in the spring of 1955, after from two and one-half 
to seven years, 10 patients were living; 2 had marked cardiac 
insufficiency, 2 had aortic stenosis and insufficiency, one patient 
had spastic hemiparesis, one had mitral stenosis still compen- 
sated, and 4 led normal lives. With the range of antibiotics now 
available, most of the patients with subacute bacterial endo- 
carditis can be bacteriologically cured, but many of the survivors 
will have a cardiac insufficiency. It is believed that early diag- 
nosis followed by adequate treatment will curtail valvular 
lesions. 


Pulmonary Hemosiderosis in Mitral Stenosis (Considerations 
on 402 Cases of Mitral Stenosis). F. Sacco and R. Strobbia. 
Minerva med. 46:1188-1194 (Oct. 31) 1955 (In Italian) [Turin, 
Italy]. 


The results of a study undertaken at the Turin center for 
cardiovascular surgery to determine the possible existence of 
some correlation between mitral stenosis and pulmonary hemo- 
siderosis indicated that the incidence of the latter condition in 
patients with mitral stenosis is not high. In this series of patients 
it was found in only five instances (0.8%). There seems to be 
no relationship between the patient’s age and the severity of 
the condition, severe conditions being present in 20-year-old 
patients as well as in patients 40 years of age. Hemosidercsis 
was not more marked in those patients in whom the mitral s‘e- 
nosis was more severe. Venous pressure, circulation time, ad 
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electrocardiograms indicated that in the five patients the pulmo- 
nary stasis was extremely severe, a factor that suggests that 
pulmonary hypertension may be partly responsible for the for- 
nation of the nodules of hemosiderosis. However, the authors 
state that there are other particular factors, perhaps of a con- 
stitutional nature, that might favor the onset of this condition 
in a certain number of persons. This hypothesis, if proved true, 
may help to explain the greater prevalence of hemosiderosis in 
male patients. 


The Use of ACTH and Cortisone in Idiopathic Ulcerative 
Colitis. E. J. Maltby, R. C. Dickson and P. M. O’Sullivan. 
Canad. M. A. J. 74:4-8 (Jan. 1) 1956 [Toronto, Canada]. 


One hundred nine patients with idiopathic ulcerative colitis 
were treated with corticotropin (ACTH) and cortisone at three 
hospitals in Toronto, Canada. Some of these had a severe type 
of disease, while others had an early or chronic form of the 
disease that showed no improvement during treatment with the 
usual methods of therapy for at least several weeks. There were 
also seriously debilitated patients who received the hormones as 
a preoperative measure. Fifty-eight patients received cortico- 
tropin alone, intramuscularly, intravenously, or subcutaneously 
in repository form. Thirty-four were given corticotropin fol- 
lowed or preceded by cortisone, occasionally in different courses 
of therapy. Seventeen patients were given cortisone alone. The 
total duration of the courses of therapy varied from one to three 
months. The present schedule is to give a repository prepara- 
tion of corticotropin (Duracton), usually 20 units (1 cc.) daily, 
while the patient is in a hospital, or 75 mg. of cortisone or 5 
to 10 mg. of prednisone four times daily. One in four patients 
failed to gain any significant or lasting benefit from the hormone 
therapy, although some of them were temporarily helped. All 
the others were greatly improved. The improvement began in 
most of them within one week and became maximal within two 
months. Improvement progressed in 35 patients to an intermis- 
sion with complete relief from all signs and symptoms; the 
rectal mucosa appeared normal. The duration of this inter- 
mission varied from two months to over three years. Eleven of 
the 16 patients who relapsed responded well to a subsequent 
course of therapy. An additional 36 patients were in remission; 
they resumed normal activity, although mild symptoms and signs 
persisted; their rectal mucosa often had a granular surface. The 
duration of the remission varied from six months to two years. 
Of 38 patients who underwent surgical treatment, 13 were ma- 
terially improved by hormone therapy in the preoperative 
period. Of 25 patients in whom hormone therapy had failed, 12 
died; in the remaining 13, the condition was unchanged in 6 
and 7 were relatively well after colectomy. The results obtained 
with corticotropin and cortisone in the 109 patients were com- 
pared with these obtained in 205 patients treated by the usual 
methods in one of the three Toronto hospitals between 1930 
and 1950, i. e., before the introduction of the hormone prepa- 
rations. In the group treated with corticotropin and cortisone, 
32% had periods of complete suppression of their disease, as 
compared to 16% in the group not treated with the hormones. 
The mortality rate in patients treated medically dropped from 
38% to 10%. This significant improvement in the mortality and 
morbidity rates is largely due to the introduction of cortico- 
tropin and cortisone. The improvement that occurred during 
hormone therapy was similar in every respect to that occurring 
naturally, but the response was more rapid and more complete. 
Good response occurred in all types of the disease. No serious 
complications occurred that could be directly attributed to the 
administration of corticotropin or cortisone. 


Hereditary Spherocytosis. J. D. Stenstrom and H. S. Ford. 
Canad. M. A. J. 74:34-39 (Jan. 1) 1956 [Toronto, Canada]. 


In a family of Polish descent, 10 persons, 7 women and 1 
man between the ages of 18 and 62 years and two infants aged 
‘1 and 16 months, had the spherocytic trait. Five generations 
were involved. Seven of the eight persons in the third, fourth, 
ind fifth generations were examined, and the abnormal struc- 
‘ure of the red blood cells, which tend to be spherical in shape, 
vas confirmed in all of them. On the basis of the histories of 
‘he remaining three persons in the first, second, and third genera- 
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tions, it was assumed that they have or have had the disease. 
for which hereditary spherocytosis is probably the most appli 
cable of its various names. The inherited spherocytic anomaly 
is a Mendelian dominant and is transmitted by either parent 
Both sexes are equally affected. The fundamental defect in this 
disease is the spherical contour of the red blood cell, which 
invites early destruction by the spleen. Cleariy demonstrable 
abnormalities of the erythrocyte persist after splenectomy. Per 
sistence of spherocytosis and increased fragility are considered 
essential features of the disease. An absolute diagnosis should 
only be made when spherocytes can be demonstrated in the 
patient and in a parent, sibling, or offspring. The essential fea 
ture is the short life span of the spherocytes, which are de- 
stroyed at random, while the normal erythrocyte has a life span 
of 120 days and is destroyed by senescence. There is usually no 
“extrinsic” mechanism acting on the red blood cells in this 
hereditary disease. Removal of all splenic tissue produces uni- 
formly good results in all patients. Gallstones are present in 
75% of the patients. An acute crisis with anemia, jaundice, and 
exacerbations may occur precipitately. The pathogenesis of the 
crisis is unknown; probably increased hemolysis, transient mar- 
row aplasia, and some other splenic effect all play a part. The 
proper management of crisis has not been settled. 


The Use of Cortisone and ACTH in Serum Sickness and Peni- 
cillin Reactions. J. D. L. Fitzgerald and A. H. Irvine. Canad 
M. A. J. 74:46-49 (Jan. 1) 1956 |Toronto, Canada). 


Of 32 patients with allergic reactions to antitetanus serum, 
19 were given cortisone orally in doses ranging from 250 to 
750 mg. with an average of 440 mg., 7 who were severely il! 
and unable to take cortisone by mouth were given corticotropin 
(ACTH) intravenously in doses ranging from 10 to 50 units, 
and 6 were given corticotropin intravenously in doses ranging 
from 25 to 200 units followed by cortisone given orally in doses 
ranging from 225 to 1,250 mg. In those treated with cortisone 
alone, relief of symptoms began within an average of 10 hours 
and complete control of symptoms was attained within an aver 
age of 27 hours. In those treated with corticotropin alone, relief 
of symptoms began within an average of eight hours and com 
plete control of symptoms was attained within an average of 
30 hours. In the third group of patients treated with cortico 
tropin and cortisone, two of whom had serum shock and four 
of whom had recurrences of serum reactions, relief of symp 
toms began within one to 24 hours and complete control of 
symptoms was attained within 12 to 120 hours. There were 23 
patients with allergic reactions to penicillin: 13 of these were 
given cortisone orally in an average dose of 650 mg.; 5 were 
given corticotropin intravenously in an average dose of 40 units 
and 5 were given corticotropin intravenously in doses ranging 
from 25 to 350 units followed by cortisone given orally in doses 
ranging from 150 to 2,200 mg. Relief of symptoms began in 
the first group within an average of 28 hours, and complete 
relief of symptoms was attained within an average of 72 hours 
In the second group the corresponding periods of time were 24 
and 48 hours, and in the third group, which included two pa- 
tients with recurrences who required prolonged therapy, the 
corresponding periods of time were 12 hours and from 3 to 14 
days. The patients with more severe reactions to antitetanus 
serum or penicillin required larger doses. The earlier the treat- 
ment was started, the more easily were symptoms suppressed 
On the whole, patients with allergic reactions to penicillin did 
not respond as quickly and required a longer period of therapy 
Recurrences occurred in seven patients with serum sickness and 
in four with allergic reactions to penicillin, but recurrences 
were controlled by further intermittent therapy. There were no 
unfavorable reactions to the administration of either cortisone 
or corticotropin in any of the 55 patients. The duration of the 
treatment varied between 24 and 48 hours in those without re- 
currences. The longest period of treatment was 14 days in a 
patient who had a recurrence of his reaction to penicillin after 
an initial response to therapy. Most patients suffering from these 
conditions will be greatly and quickly improved by the adminis- 
tration of a total dose of 300 to 500 mg. of cortisone given orally 
or a total dose of 25 units of corticotropin given intravenously 
over a period of 8 to 10 hours. 
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Reserpine in Treatment of Flajani-Basedow’s Disease. P. Otta- 
viani and A. Borghetti. Gior. clin. med. 36:1337-1354 (Oct.) 
1955 (In Italian) [Bologna, Italy]. 


Reserpine was administered as an adjunct to specific therapy 
(roentgen irradiation of the thyroid or administration of syn- 
thetic thiouracil or diiodotyrosine) to 30 patients with Flajani- 
Basedow’s disease (toxic diffuse goiter). The patients were hos- 
pitalized, kept in bed in a serene and tranquil environment, and 
given a diet that was rich in starch and sugar but did not contain 
meat, spices, alcohol, or stimulants. The administration of 
reserpine was begun concurrently with, or a few days before, 
the institution of specific therapy. The effect of the drug, which 
was given orally in doses of 0.25 mg. every 2 to 3 hours for a 
total daily dose of 1.5 to 2 mg., appeared in from 24 to 48 hours. 
Smaller doses had little effect, and larger doses did not give better 
results although they did not cause intolerance. Because reserpine 
was well tolerated, it could be administered for the entire period 
of the specific therapy. It decreased the patients’ restlessness, 
their anxiety, and insomnia. This last was the first symptom to 
be influenced by the drug. The subfebrile state, which for many 
patients had been the cause of nervous tension, disappeared, and 
there was early, progressive restoration to a normal condition, 
with gain in body weight and decrease in the basal metabolic rate. 
Tachycardia was decreased and myocardial excitation was 
reduced. The systolic pressure remained unchanged or almost 
so, and attacks of paroxysmal tachycardia or arrhythmia due to 
fibrillation or atrial fluctuation never occurred. Reserpine therapy 
is particularly indicated as an adjunct in the treatment of patients 
with Flajani-Basedow’s disease who are given roentgen irradia- 
tion because it calms rather rapidly and constantly those symp- 
toms that sometimes become accentuated at the beginning of 
this treatment. More clinical experience in this field is needed. 


The Treatment of Acute Fulminant Hepatitis with Corticotropin 
and Cortisone. S. J. Shane, A. R. Gaum and D. Gaum.. Canad. 
M. A. J. 73:965-967 (Dec. 15) 1955 [Toronto, Canada]. 


A case of acute fulminant infectious hepatitis is described in 
a 58-year-old woman with signs of impending hepatic coma. 
Supportive measures were ineffective, and intravenous adminis- 
tration of corticotropin was started in doses of 40 mg. in 500 cc. 
of sodium chloride solution every eight hours. In addition, 
chlortetracycline (Aureomycin) was given in doses of 250 mg. 
every four hours, blood transfusions were begun, and synthetic 
vitamin K was given in doses of 50 mg. daily. Over the next 72 
hours, there was gradual and continued improvement in the 
patient’s condition. Her sensorium was far less clouded, and the 
size of the liver was distinctly smaller. Edema of the extremities 
disappeared. The pulse rate was 80 beats per minute, and the 
pulse was of good quality. The blood pressure was 130/80 mm. 
Hg. The dose of corticotropin was gradually decreased, and 
administration of hydrocortisone was instituted in doses of 200 
mg. daily; for a period of two and a half days the patient was 
thus receiving both corticotropin and hydrocortisone. A high- 
protein, high-carbohydrate diet was continued and supplemented 
with potassium chloride in doses of 6 gm. daily. Transfusions 
and administration of vitamin K were also continued. Improve- 
ment continued, although the cephalin flocculation test remained 
abnormal. The patient was discharged without jaundice and 
clinically well six weeks after her admission. It is possible that 
the patient’s recovery was influenced by concomitant treatment 
with chlortetracycline, but the weight of evidence is in favor of 
the hormones as the major agents in bringing about recovery. 
It is recommended that corticotropin or cortisone or both be 
used for the treatment of patients with severe infectious hepatitis 
who do not respond to supportive measures. 


The Aetiology of Primary Carcinoma of the Liver—with Specia! 
Reference to the Bantu Races of Southern Africa. C. Berman. 
South African M. J. 29:1195-1197 (Dec. 17) 1955 [Cape Town, 
South Africa]. 


Although primary carcinoma of the liver is comparatively 
rare among the peoples of western Europe and North America, 
it is remarkably common among the inhabitants of Africa and 
certain parts of Asia. Primary liver cancer occurs predominantly 
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in males. Among Africans and Indonesians, the disease occurs 
preeminently in young persons, chiefly under the age of 40 years, 
but no age is exempt. The true cause of primary liver cancer is 
unknown. It is becoming increasingly apparent, however, that 
environmental factors may play a vital role in the etiology. It is 


. highly improbable that a common genetic factor is responsible 


for the enhanced incidence of primary liver cancer among such 
diverse and widely separated peoples as the indigenous races of 
Africa and the Orient. Moreover, there is strong presumptive 
evidence that the frequency of this disease varies with environ- 
ment even in the same race. At the Witwatersrand gold mines, 
for example, primary liver cancer was found to be almost six 
times as frequent in Bantu miners from Portuguese East Africa 
as in those from South Africa, although there is little, if any, 
genetic difference between them. Cirrhosis of the liver, because 
of its frequent association with primary liver cancer and its high 
incidence among the very races known to be prone to this tumor, 
is commonly regarded as an important precursor of the malig- 
nant process. Faulty diets are perhaps the most important and 
commonest factors in the production of cirrhosis and other liver 
damage. A recent survey has indicated that the geographical 
areas in Africa and Asia that have high frequencies of primary 
liver cancer are also those with poor nutritional standards. 
Experimental work and clinical observations have indicated that 
faulty diets, especially deprivation of protein and vitamin-B 
complex that results in the syndrome “kwashiorkor” (infantile 
pellagra), are perhaps the most common causes of cirrhosis in 
populations susceptible to primary liver cancer. Other cirrhosis- 
producing factors sometimes found associated with primary liver 
cancer include parasitic infestation, infective hepatitis, and hemo- 
chromatosis, and these may enhance the effects of malnutrition 
on the liver. The underlying cause for the remarkable sensitivity 
of the liver of the Bantu to cancer has not been established. 
Neither the evolution of cirrhosis from kwashiorkor nor the 
exact mode of neoplastic transformation from active cirrhosis 
is as yet understood. No naturally occurring carcinogenic sub- 
stances (analogous to “butter yellow” or other compounds used 
for the production of liver cancer in experimental animals) have 
been reported thus far in the few available inquiries into the 
diet, customs, and habits of malnourished populations. 


Relapsing Febrile Nodular Nonsuppurative Panniculitis: Pfeifer- 
Weber-Christian Disease: Report of Three Cases. N. Popoff and 
M. C. Wheelock. A. M. A. Arch. Int. Med. 97:39-44 (Jan.) 
1956 [Chicago]. 


Relapsing febrile nodular nonsuppurative panniculitis is a 
syndrome of unknown etiology. It is a recurrent, nodular, non- 
suppurative, inflammatory process in the subcutaneous fat. The 
outbreak of lesions is usually, but not necessarily, accompanied 
by a low-grade fever. The nodules occur most often on the legs, 
thighs, abdomen, and breasts. They vary from a few millimeters 
to several centimeters in diameter. Rarely, similar manifestations 
have been noticed in epicardial, peripancreatic, perirenal, peri- 
adrenal, and mesenteric adipose tissues. The disease usually 
affects women. The characteristic clinical and histopathological 
features were first described by Pfeifer in 1891. The descriptive 
name of relapsing nodular nonsuppurative panniculitis as a 
clinical entity was first given by Weber, who reported the third 
case, in 1925. The term “febrile” was added to the existing title 
of the syndrome by Christian in 1928. During the past decade 
this distinct form of panniculitis has been recognized with in- 
creased frequency. The literature up to this time contains 86 
cases. The authors add the histories of three patients and discuss 
the histopathology of the lipogranulomas and previously sug- 
gested etiological factors. While an inflammatory origin is 
generally accepted, the mechanism is still in debate. A bacterio- 
logical origin has been suggested, but the authors feel that the 
variable response to different kinds of antibiotics does not permit 
acceptance of the idea of bacteriological pathogenesis of the 
syndrome. At the same time, importance should be assigned to 
the fact that in most of the cases in the literature, as well as in 
the cases presented here, the syndrome arose in relation (0 
another disease. In many patients, outbreaks of nodules and, 
especially, recurrences followed an upper respiratory infection. 
A large number of eosinophils found within the nonsuppurative 
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le.'ons indicates an allergic disorder of an atopic type. Patients 
may have an inherited tendency to become sensitized by stimuli, 
which can be bacterial, viral, or chemical in origin. The existing 
latent allergic state in such patients would be reactivated by an 
additional similar antigenic stimulus. For example, an upper 
respiratory infection could produce an anamnestic allergic 
response. 


Nocardiosis: Clinical, Bacterologic and Pathological Aspects. 
L. A. Weed, H. A. Andersen, C. A. Good and A. H. Baggen- 
stoss. New England J. Med. 253:1137-1143 (Dec. 29) 1955 
[Boston]. 


Nocardiosis is an acute or chronic infection that may closely 
resemble other suppurative conditions due to such varied agents 
as Klebsiella, Pasteurella, Salmonella, Malleomyces, and Actino- 
myces. The authors present the histories of seven patients with 
nocardiosis who were observed at the Mayo Clinic. Pulmonary 
disease was the initial problem in each of these patients. There 
was cough, and the sputum was usually thick, sticky, and either 
mucopurulent or purulent. The temperature varied from normal 
to daily elevations up to 105 F (40.6 C). In three patients, 
metastatic lesions were found in the brain. The roentgenograms 
in the seven patients indicated that nocardiosis begins in the lung 
as a local area of pneumonia and that it may progress by dis- 
semination or by the formation of an abscess. The x-ray exam- 
ination is useful in revealing the presence of the disease in the 
lung, in determining its location and extent, and in following its 
course, but in no way can it enable the physician to diagnose the 
specific etiological agent. The only diagnostic laboratory pro- 
cedure is bacteriological demonstration of the organism. The 
Nocardia asteroides organisms grow as fine, branching filaments 
that may fragment into bacillary or coccoid forms. Some stains 
are acid-fast and may be confused with tubercle bacilli. Al- 
though the filaments in histological sections are seldom if ever 
visible with the usual hematoxylin and eosin stain, they are 
easily demonstrated by the technique described by Brown and 
Brenn for applying the gram stain to tissues. In none of the 
seven cases did the disease respond to antibiotic therapy. In 
three cases in which it was recognized and treated with sul- 
fonamides, the patients responded rapidly to this treatment. 
Intensive efforts should be made to determine the etiological basis 
of any intrapulmonary infection that fails to resolve on anti- 
biotic therapy. The diagnosis of nocardiosis can be made only 
by isolation and identification of the organism from suitable 
clinical material. Such material may have to be obtained by 
bronchoscopy or even by biopsy of pulmonary tissue. The 
pathological process was dominated by necrosis with suppuration 
and the accumulation of a few macrophages. 


Pernicious Anaemia in the South African Bantu. J. D. Woods 
and J. J. H. Rymer. Lancet 2:1274-1275 (Dec. 17) 1955 [London, 
England]. 


Megaloblastic anemia associated with pregnancy or malnutri- 
tion is not uncommon in the Bantu races of Southern Africa, 
but pernicious anemia is exceedingly rare. The patient whose 
history is presented was a 50-year-old African (Bantu) woman, 
who complained of weakness of the legs that had begun about 
a month before admission. The knee-jerks were present, but the 
ankle-jerks absent; no plantar response could be elicited. There 
was analgesia to the elbows and knees. The blood examination 
revealed 4.7 gm. of hemoglobin per 100 cc., packed-cell volume 
14%, and mean corpuscular hemoglobin concentration 33%. A 
Stained film showed anisocytosis, poikilocytosis, macrocytosis, 
and polychromasia. Gastric analysis revealed histamine-fast 
achlorhydria on two occasions, and the bone marrow was mega- 
loblastic. In view of the rarity in Africans of pernicious anemia 
with subacute combined degeneration of the spinal cord, it was 
decided to treat the patient for nutritional megaloblastic anemia 
with polyneuritis associated with achlorhydria. Treatment con- 
sisted of administration of 20 mg. of folic acid twice daily and 
2 ml. of vitamin-B complex, intramuscularly, daily. The hema- 
tological response was good, but the neurological condition 
deteriorated. The weakness of the legs increased and walking 
became almost impossible; pain, which formerly had been absent, 
became prominent. The diagnosis was reconsidered, and vitamin 
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B,, in doses of 100 mcg. daily was substituted for the folic acid 
The hematological response was maintained, and two weeks 
after therapy with vitamin B.. had been started the neurological 
symptoms had improved considerably. Arrangements were made 
to continue treatment after discharge from the hospital. The 
neurological condition continued to improve. It is well known 
that folic acid aggravates subacute combined degeneration of the 
spinal cord associated with pernicious anemia and that this is 
relieved by vitamin B,. given in large doses. This feature was 
well illustrated here. 


Contribution to Treatment of Protein Deficiencies. S. Occhipinti 
and C. Malchiodi. Minerva med. 46:1003-1014 (Oct. 17) 1955 
(In Italian) [Turin, Italy]. 


Protein deficiency can be treated with blood, plasma, human 
or animal serums, albumins, protein lysates, amino acids, or a 
diet rich in protein. The biological value of each of these lies in 
the amount of nitrogen it can supply. The authors used a 
powdered preparation of skimmed milk that had the following 
composition: proteins, 23 gm.; sucrose, 33 gm.; lactose, 27 gm.; 
fats, 9.5 gm.; and vitamins and salts, 5.5 gm. They gave it at the 
rate of one or more grams of proteins per kilogram of body 
weight to patients who, because of their illness, could not take 
food the normal way; to patients who had undergone surgery of 
the esophagus, stomach, or duodenum; and to some patients on 
whom other major surgical interventions had been performed 
Administration of the substance was generally begun on the 
second postoperative day and was continued for varying periods, 
the total doses depending on the patient's condition. This protein- 
rich substance was given at first in water and later in milk. 
Patients with marked esophageal stenosis were able to take the 
preparation and tolerated it extremely well. The results of this 
therapy were satisfactory, and the postoperative course of the 
surgical patients was good. The patients felt euphoric and were 
in excellent condition: they regained appetite and energy rapidly 
and their blood and protein findings were within normal values 
In some of these patients the protein metabolism was investigated 
by studying the behavior of the nitrogen balance. This was found 
to remain positive for long periods, the amount of nitrogen 
administered with the preparation being greater than that lost. 
These findings led the authors to conclude that this preparation 
is of great biological value as a source of protein for the human 
body. It has a high protein and a high calorie content in a small 
volume of fluid, and thus it can be administered to patients for 
whom the intake of other foods is impossible. In addition, it can 
be produced on a large scale and is inexpensive, pleasant to the 
taste, and easily digested. It seems to be especially indicated 
postoperatively for patients who undergo surgery of the digestive 
tract. 


SURGERY 


Thymic Neoplasms. D. B. Effler and L. J. McCormack. J. 
Thoracic Surg. 31:60-82 (Jan.) 1956 [St. Louis}. 


The authors studied 26 patients with thymic neoplasms ad- 
mitted to the department of thoracic surgery of the Cleveland 
Clinic. Clinical and histopathological observations are described 
in 19 patients, 15 men and 4 women between the ages of 23 
and 65. The diagnosis of thymic neoplasm was established either 
by excision of the tumor or by adequate tissue biopsy by direct 
approach, i. e., thoracotomy or suprasternal incision, needle 
biopsy, or trans-sternal biopsy. Six patients had myasthenia 
gravis, and the thymic tumors in all six were classified as malig- 
nant. Only one patient with myasthenia gravis is alive; the other 
five died, four from metastases and one from aspiration pneu- 
monitis after a diagnostic curare test. In addition to these 6 
patients, 10 others had malignant thymic tumors. The factor 
of malignancy thus predominated in the patients reported on, 
although it was not immediately apparent in every case. Thymic 
tumors are malignant or potentially malignant, and the cancer 
factor is of greater importance than any possible relationship 
with myasthenia gravis. The presence of myasthenia gravis is 
not the primary indication for therapy; it does impose an added 
risk and, in some cases, an insurmountable barrier to the eradi- 
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cation of the tumor. Treatment of a thymic tumor as a phase 
in the therapy or the prevention of myasthenia gravis is of sec- 
ondary import. The essence of therapy in thymic neoplasm, as in 
all mediastinal tumors, should be directed toward cancer control. 
Response to therapy is unpredictable, regardless of whether the 
tumor is apparently benign or obviously malignant. Nine of the 
19 patients had surgical extirpation of their tumors; one died 
in an acute postoperative myasthenic crisis, 6 are living and 
apparently free of neoplasm, and 2 had late recurrences of neo- 
plasm after removal of apparently benign tumors. The remain- 
ing 10 patients had nonresectable neoplasms. All of these 
received radiation therapy and most of them were benefited and 
their lives were prolonged. One patient is in excellent health 
three and one-half years after receiving a dose of 2,500 r for 
a highly malignant nonresectable lesion. Every patient who has 
a nonresectable thymoma should be given a full course of radi- 
ation therapy. All patients who have undergone thymectomy 
should receive radiation therapy to the mediastinum to reduce 
the hazard of late recurrence. Thymic neoplasms may be divided 
into two subgroups: the lymphomatous type and the carcino- 
matous type. Employment of this classification and its variants 
has no value in prognosis but may improve diagnosis of primary 
thymic neoplasm. 


Antibiotic Treatment of the Gingival Sulcus in Prevention of 
Postextraction Bacteremia. I. B. Bender and R. S. Pressman. 
J. Oral Surg. 14:20-28 (Jan.) 1956 |Chicago]. 


Three different antibiotic preparations were tested in 99 pa- 
tients from the dental outpatient departments of the Albert 
Einstein Medical Center and the Philadelphia General Hospital 
who required extraction of two or more teeth. Before operation 
37 of these were given one Sulpondet troche, which is made up 
of 20,000 units of penicillin, 50 units of bacitracin, 0.13 gm. 
of sulfadiazine, and 3 mg. of ethyl aminobenzoate. Thirty pa- 
tients were treated preoperatively with one Wybiotic troche, 
made up of 5 mg. of neomycin, 300 units of zinc bacitracin and 
2,000 units of polymyxin B sulfate. The troches were permitted 
to dissolve within 20 to 30 minutes in the saliva. Thirty-two 
patients were given preoperatively one intramuscular injection 
of 400,000 units of fortified penicillin containing 100,000 units 
of crystalline potassium penicillin and 300,000 units of procaine 
penicillin. Ninety-three control patients were studied concur- 
rently. Saliva examples collected before and after administration 
of antibiotics were examined for bacteria counts and identifi- 
cation of types of bacteria. Blood samples taken before, im- 
mediately after, and 10 minutes after tooth extraction were 
cultured, and the types of organisms were identified. Sulpondet 
troches, which reduced bacteria counts in the saliva from 
31,700,000 to 4,300,000 per cubic centimeter, reduced the in- 
cidence of bacteremia from 84.9 to 40.5%. Streptococcus viri- 
dans was found most frequently and in largest number in the 
saliva and was also found most frequently in the blood. Wybiotic 
troches, which reduced saliva bacteria counts from 36,200,000 
to 197,000 per cubic centimeter, reduced the incidence of bac- 
teremia from 84.9 to 53%. Parenterally administered peni- 
cillin had no effect on the bacteria count in the saliva. All three 
antibiotic preparations reduced the incidence of bacteremia im- 
mediately after mild trauma; Sulpondet troches ranked highest 
in effectiveness, followed by Wybiotic troches and parenteral 
penicillin. The antibiotics had a lesser effect on the incidence 
of bacteremia immediately after severe trauma; Sulpondet 
troches ranked highest, followed by Wybiotic troches; par- 
enterally administered penicillin was ineffective. The concept 
that the bacteria of postextraction bacteremia are the normal 
inhabitants of the mouth that gain access to the blood stream 
through the traumatized tissues of the gingival sulcus has been 
confirmed. Local application of antibiotics in the form of troches 
slowly dissolving in the saliva can be more effective than an 
intramuscular injection of penicillin in preventing postextraction 
bacteremia. The most effective of the three antibiotic prepara- 
tions tested was the troche containing penicillin, bacitracin, 
sulfadiazine, and ethyl aminobenzoate. This troche should be 
used as an adjunct to, not as a substitute for, the parenteral 
administration of antibiotics. If sensitivity to penicillin is a factor, 
the troches containing neomycin, polymyxin B sulfate, and zinc 
bacitracin can be used. 
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Lower Esophageal Web. W. F. Bugden and J. E. Delmonico Jr. 
J. Thoracic Surg. 31:1-18 (Jan.) 1956 [St. Louis]. 


The occurrence of a thin “web” in the lower esophagus, 
located 3 to 5 cm. above the diaphragm and proximal to the 
esophagogastric junction, is described in two 55-year-old men 


-with the chief complaint of intermittent dysphagia of four and 


seven years’ duration respectively. During the early stages, dys- 
phagia seemed to have been related to the obstructive potential 
of the bolus swallowed. Meat and bread were most likely to 
produce symptoms. Obstruction was associated with low sub- 
sternal discomfort and a sensation of something being stuck in 
the lower chest. Drinking water would often alleviate symptoms. 
Severe symptoms were curbed for years by careful mastication 
and scrupulously restricted diet, but dysphagia finally became 
so severe that intake consisted essentially of a liquid diet for the 
year before the patients were operated on. Neither patient had 
had vomiting, nausea, or heartburn. Both patients were sub- 
jected to repeated endoscopic examinations and barium swal- 
lows, but such efforts failed to establish the diagnosis. The web 
was demonstrable only when the esophagus above and below it 
was distended with thick barium. This technique allowed the 
lumen of the esophagus above and below to exceed the diameter 
of the lumen of the web. The web was smooth, varying in thick- 
ness from 3 to 5 mm., and produced a constant, centrally located 
narrowing, thus producing a “shelflike” symmetrical shadow in 
the roentgenograms. The lumen in one patient was 3 mm.; it 
was 5 mm. in the other. Characteristically, the esophagus above 
the narrowing was not widened, and peristalsis functioned nor- 
mally proximally to it. At the thoracotomy, the lesion was 
easily demonstrated by opening the esophagus longitudinally a 
few centimeters proximal to what was considered to be the site 
of obstruction and inserting a finger into the esophagus. Once 
the web was identified, it was intussuscepted upward by the index 
finger inserted through a gastrotomy incision. The web was 
leathery in consistency and pliable. The small lumen in both 
patients could barely be felt by the finger tip. After the lesion 
was exposed, three pie-shaped wedges of the membrane were 
removed, leaving intervening areas of mucosa at the base to 
prevent subsequent stricture. The raw areas were sutured with 
interrupted silk sutures, and the stomach and esophagus were 
closed. A Levin tube was then passed into the stomach, and 
the chest was closed. Liquids were started on the third post- 
operative day, and solids were given before the seventh post- 
operative day. The patients were totally relieved of dysphagia 
and were completely asymptomatic at the seventh and eighth 
postoperative months respectively. Lower esophageal web should 
be included in the differential diagnosis of dysphagia. The lesion 
most likely to be confused with a lower esophageal web is an 
esophageal stricture, but there are several differential points. A 
web is symmetrical both circumferentially and longitudinally; 
the converse is likely to be the case with stricture. The narrowed 
area relative to a web is likely to be short and thin, whereas a 
strictured area usually is longer and thicker. Further differen- 
tial points are the lack of delayed emptying and negative 
endoscopic findings when there is a web. The possibility of cancer 
can be quickly eliminated because of the smoothness and thin- 
ness of the mucosa and the aforementioned characteristics of 
the web. 


Pulmonary Resectional Surgery in Mitral Stenosis. R. Wallyn, 
R. Dillon and B. L. Brofman. Am. Heart J. 51:98-105 (Jan.) 
1956 [St. Louis]. 


The authors present the case of a 40-year-old man who had 
rheumatic mitral stenosis. Bronchoscopy disclosed a friable, 
easily bleeding mass, with narrowing and fixation of the left 
main bronchus. Microscopic examination of a biopsy specimen 
led to a mistaken diagnosis of oat cell carcinoma. The occlusion 
of the right pulmonary artery by a balloon during cardiac 
catheterization was used to show tolerance for pulmonary re- 
section. The authors present this case to document with physio- 
logical data the hemodynamics of simulated pneumonectomy in 
mitral stenosis and to illustrate a preoperative technique fcr 
determining tolerance for pulmonary resection. Thoracotomy 
was done, but there was no neoplasm. Valvulotomy was done, 
that is, the finger-tip mitral orifice was opened to a two-finger 








, 1956 
ico Jr, 


hagus, 
to the 
1 men 
ir and 
3, dys- 
tential 
ely to 
y Sub- 
ick in 
toms. 
cation 
>came 
or the 
it had 
» sub- 
swal- 
= web 
low it 
d the 
meter 
thick- 
cated 
OW in 
m.; it 
above 
| nor- 
. was 
ally a 
e site 
Once 
index 
was 
both 
esion 
were 
se to 
with 
were 
and 
post- 
post- 
hagia 
ighth 
10uld 
esion 
is an 
ts. A 
ally; 
owed 
2as a 
eren- 
ative 
incer 
thin- 
s of 


lyn, 
Jan.) 


had 
able, 

left 
men 
sion 
‘diac 
f Te- 
ysio- 
yy in 

for 
omy 
one, 
nger 


Vol. 160, No. 9 


size. This caused a fall in left atrial pressure. The authors feel 
that when valvulotomy and pulmonary resection are indicated, 
the commissurotomy, if done first, will buffer, by the immedi- 
ate drop in pressure, any rise that resection might lead to. 
Until more extensive data are available, however, they believe 
that resectional tolerance determination is helpful. This may be 
done preoperatively by the balloon technique, with an indwell- 
ing catheter in the pulmonary artery, or during surgery by needle 
puncture with a strain gauge. Even if the pulmonary lesion is 
inoperable, commissurotomy would seem desirable to provide 
a better convalescence and more psychic support postoperatively. 


Broncholithiasis: A Review of 27 Cases. L. K. Groves and D. B. 
Effier. Am. Rev. Tuberc. 73:19-30 (Jan.) 1956 [New York]. 


The authors report on 27 patients between the ages of 29 and 
76 years appearing with broncholithiasis in the department of 
thoracic surgery of the Cleveland Clinic Foundation. Broncho- 
lithiasis results from calcification of lymph nodes that lie ad- 
jacent to the tracheobronchial tree and become inert, endoge- 
nous “foreign bodies” in an environment of constant motion, 
with a tendency to erode the wall of an adjacent bronchus and 
to enter the lumen. Compared with the high incidence of cal- 
cification associated with the lower respiratory tract, the inci- 
dence of clinically significant broncholithiasis is low, but it is 
a significant cause of pulmonary disease necessitating major 
surgery, and frequently it masquerades as pulmonary neoplasm. 
Bleeding, cough, and bronchial obstruction associated with fever, 
wheezing dyspnea, and pain in the chest were the symptoms 
observed in the authors’ patients. The most common situation 
requiring treatment was the destruction of the bronchial wall by 
the eroding stone, with associated obstructive pneumonitis and 
its sequelae in the distal lung. Pulmonary resection was per- 
formed in 20 patients; this consisted of lobectomy or bilobectomy 
in 16, pneumonectomy in 3, and wedge resection in one. In one 
patient with an extensive group of calcified subcarinal lymph 
nodes and a small ulceration below the carina on the medial wall 
of the right medial bronchus, the large mass of calcified lymph 
nodes was readily removed through a right thoracotomy. Two 
additional patients had bronchoscopic removal of broncholiths 
lying free within the major bronchi. Three patients had only 
diagnostic bronchoscopy. Of the 24 patients operated on, ex- 
cellent results were obtained in 16, and almost all of them had 
been subjected to lobectomy or bilobectomy. Two of the patients 
with pneumonectomy died several days after the operation. 
Minor postoperative empyema occurred in two patients. Good 
results were obtained in four patients. When the involved por- 
tions of the tracheobronchial tree and lung distal thereto are 
resectable, the postoperative results are highly satisfactory. The 
therapeutic problems in this disease become compounded as the 
offending broncholiths occur more proximally in the tracheo- 
bronchial tree. An awareness of the possibility of the disease, 
with resultant increased diagnostic suspicion and increased use 
of the bronchoscope, should lead to more frequent and early 
diagnosis. Although broncholithiasis is a benign condition, its 
late complications may be virtually untreatable. An aggressive 
therapeutic approach is warranted in the earlier phases of the 
disease. 


Two- to Four-Year Behavior of Vein Grafts in the Lower 
Extremities. W. S. Dye, W. J. Grove, J. H. Olwin and O. C. 
Julian. A. M. A. Arch. Surg. 72:64-68 (Jan.) 1956 [Chicago]. 


In 30 patients in whom vein grafts had been used for segmental 
arterial occlusions, the initial failure rate of 50% was higher 
than that given in more recent reports. This report is concerned 
with the 15 patients who had successful placement of vein grafts 
for a segmental arteriosclerotic occlusion and who have been 
followed two to four years. In most of the 15 patients, arteriog- 
raphy was done from one to three times postoperatively to 
determine the patency and size of the graft. Seven of the 15 
patients have been followed more than three years and 8 for 
two years or more. On a follow-up examination, 11 of the 15 
patients showed pulses at the ankle, and postoperative arterio- 
grams were done in 8 of these 11, revealing patency of the grafts. 
Autografts had been used in 11 cases and homografts in four. 
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The arteriographic examinations of the vein grafts indicated 
that there is some tendency to dilatation of weak spots in the 
wall of the vein graft but that no general dilatation throughout 
the length of the graft occurs, at least in the follow-up period in 
these cases. Subsequent closure of vein grafts after initial success 
has been observed in four cases. It is noted that failure to remove 
an adequate segment together with improper selection of patients 
—that is, selection of a patient with marked diffuse disease—has 
been responsible for the late failures, rather than a fibrosis of 
the vein graft itself. This has been demonstrated in two patients 
who have been reexplored. Also, the late failures occurred in 
patients in the older age group, namely, 59 years of age and 
above. 


An Appraisal of Woven Synthetic Prostheses in the Vascular 
System. R. A. Deterling Jr. and S. B. Bhonslay. A. M. A. Arch. 
Surg. 72:76-89 (Jan.) 1956 [Chicago]. 


Three fabrics of taffeta weave were used for grafts in blood 
vessels. Two of the fabrics were of multifilament nylon yarn of 
moderate twist. Nylon was chosen because of its great toughness 
and because of its satisfactory use in mammalian tissues since 
1939. The third fabric was Dacron. Tubular fabric grafts were 
produced by stitching a lateral seam. Heat sealing, which fuses 
the fabric, was found unsatisfactory. The present study analyzed 
the functional results with 41 replacements in the aorta, periph- 
eral arteries, and superior vena cava of dogs, as well as with 
three implantations of a woven seamless tube, over a period of 
one year. Very satisfactory performance was observed with 
taffeta fabric grafts of nylon and of Dacron and with the woven 
tube of nylon when the replacement was in the arterial system. 
Less success was noted with replacements of the superior vena 
cava. The authors also used nylon and Dacron taffeta fabrics in 
patients. The results have been satisfactory. They also mention 
the results McAllister, from their department, obtained with 
the same materials. They conclude that the combined experience 
with more than 70 grafts of synthetic fabric in the aorta and 
peripheral arteries of human patients at Presbyterian Hospital 
has been very encouraging, with a follow-up of up to two years. 


Aortoiliac Stenosis: Diagnostic Significance of Vascular Hemo- 
dynamics. H. Haimovici and D. J. W. Escher. A. M. A. Arch. 
Surg. 72:107-117 (Jan.) 1956 [Chicago]. 


Segmental obliterative disease of the terminal aorta and iliac 
arteries may go through two distinct phases: the stenotic and the 
occlusive. Experience with aortic resection and graft replacement 
in the treatment of the aortoiliac syndrome appears to indicate 
that when surgery is performed at an early stage the results are 
better, and so detection of the disease at its stenotic stage may 
prove to be of practical value. This investigation is based on a 
correlative study of the clinical, roentgenologic, and intra- 
arterial pressure findings in 13 patients with the aortoiliac syn- 
drome. All patients exhibited clinical manifestations of arterial 
insufficiency. Usually a unilateral and in some cases bilateral 
“high” intermittent claudication, at the hip-gluteal-thigh level, 
was present, although occasionally predominant leg pain was 
also noted. Skin temperature, color changes, elevation-depend- 
ency test, trophic changes, arterial murmurs, arterial pulsations, 
and oscillometry were studied in each patient. Translumbar 
aortography was performed in 6 of the 13 cases. Intra-arterial 
pressure studies were done in all cases. Bilateral femoral tracings 
were taken in 11 cases, and unilateral femoral tracings in 2. 
Palpation of the femoral arteries revealed slight to marked dim- 
inution of the pulse in 14 instances, its absence in one, and 
“normal” pulse in 11. In addition to the group of 13 patients with 
the aortoiliac syndrome, 10 control subjects were studied. It was 
found that stenosis of the terminal aorta and iliac arteries may be 
present for long periods in a subclinical state until it reaches a 
certain degree that will result in perceptible to pronounced hemo- 
dynamic changes. A critical point of about 70% reduction in 
diameter or 82% reduction in cross section area of the lumen is 
necessary before significant manifestations of blood flow impair- 
ment can be present. The most striking hemodynamic alteration 
associated with arterial stenosis is reflected in changes of the 
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pulse pressure, especially in its femoral to brachial ratio (PP 
F/B). Using this ratio as a criterion, the arterial disease may be 
classified as minimal stenosis, moderate stenosis, marked stenosis, 
or complete occlusion. In minimal to moderate stenosis, the 
aortogram shows insignificant filling defects, while the arterial 
pressure tracings indicate characteristic changes. In marked sten- 
osis, the aortogram indicates narrowing of the lumen and the 
arterial pressure curves exhibit a characteristic “saw-toothed” 
contour or a rounded wave. A segmental occlusion with a well- 
developed collateral circulation may exhibit hemodynamic 
changes similar to those of a very marked stenosis. An aortogram 
may help in differentiating the two conditions. The degree of 
stenosis induced by the thrombus is always more pronounced 
than the clinical and angiographic findings would indicate. The 
femoral to brachial pulse pressure ratio (PP F/B) appears to be 
an index of the degree of stenosis. In the cases of marked steno- 
sis the PP F/B ratio ranged from 0.18 to 0.48, with an average 
of 0.39. In complete occlusion it ranged from 0.06 to 0.16, with 
an average of 0.12. Interpreted in terms of cross section area 
reduction, the PP F/B ratios in marked stenosis indicate a de- 
gree of narrowing of the lumen ranging from 82 to 99%, i. e., 
near-complete occlusion. 


Traumatic Shock. H. Laborit. Semaine hép. Paris 31:3988- 
3994 (Dec. 14) 1955 (In French) [Paris, France]. 


Traumatic shock may be defined as the consequence of an 
exogenous insult that seriously upsets the physiobiological 
balance of the organism. The existence of the organic lesion 
caused by the injury differentiates traumatic shock from other 
forms of shock. Therapy of this aspect of the syndrome must 
be specific. The systemic reaction, however, which represents a 
natural defense aimed at preserving the body’s most vital organs, 
can be treated nonspecifically by measures designed to reduce 
its intensity and bring it back within the limits of homeostasis. 
If the lesion is too severe to be handled by the body or by out- 
side therapy, artificial hibernation should be resorted to. Only 
through hypothermia, which makes possible a state of slowed 
life, can one obtain the survival period necessary for correction 
of the traumatic syndrome. Otherwise it is rapidly fatal. 
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Report on 280 Cases of Verified Parasagittal Meningioma. 
G. F. Hoessly and H. Olivecrona. J. Neurosurg. 12:614-626 
(Nov.) 1955 [Springfield, IIl.]. 


Of 5,250 verified brain tumors observed in a 30-year period 
(1924 to 1954) at the Serafimer Hospital in Stockholm, Sweden, 
1,004 were meningiomas and 280 of these were parasagittal. 
Eighty-one patients had meningiomas of the falx cerebri and 199 
had other parasagittal meningiomas. Of the 280 patients, 276 
were operated on. Thirty-four patients died in the hospital after 
the operation, a mortality rate of 12.3%. Fourteen of the 81 pa- 
tients with meningioma of the falx cerebri died, a postoperative 
mortality rate of 17.5%, and 20 of the 196 patients with other 
parasagittal meningiomas died, a postoperative mortality rate of 
10.2%. Complete obliteration of the superior longitudinal sinus 
was observed in 48 patients (17.1%) and partial obliteration in 
96 (34.3%). The mortality rate after block resection of the 
completely obliterated sinus was 10.4%, after marginal resection 
of a partially obliterated sinus 10%, and after block resection 
of a partially obliterated sinus 18.7%. Since 1947, block re- 
section of a still partially patent sinus has been carried out in 
only one patient, and that in the anterior third of the sinus. A 
conservative attitude in regard to resection of a still functioning 
sinus has again been emphasized. Of the 34 postoperative deaths, 
10 (29.4%) resulted from cerebral edema, the most important 
cause of death. Blood loss, the principal cause of death in earlier 
years (up to 1947), now ranks second; six deaths (17.7%) resulted 
from this cause. One year after the surgical intervention, 129 
(47%) of the 276 patients operated on were well and working, 
41 (14.8%) were dead, 54 (19.5%) were partially well, 31 (11.2%) 
were invalids, 7 (2.5%) had been lost to follow-up, and 14 (5%) 
had been operated on too recently to permit evaluation. Of 234 
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patients who had had surgical intervention five years before, 58 
(25%) were well and working, 70 (30%) were partially well, 25 
(10.7%) were invalids, 25 (10.7%) had been lost to follow-up, 
and 56 (24%) were dead. Of 176 patients operated on 10 years 
before, 37 (21%) were well and working, 33 (18.7%) were 


- partially well, 12 (6.8%) were invalids, 34 (19.2%) had been 


lost to follow-up, and 60 (34%) were dead. Seventeen patients 
were readmitted and operated on a second time, and four were 
operated on a third time for recurrence of the tumor. Arteriog- 
raphy has become increasingly valuable as an aid in preoperative 
diagnosis, and during the last decade it has been used more often 
than ventriculograms and encephalograms combined. Separate 
injection of the internal and etxernal carotid arteries is recom- 
mended. 


Cerebral Palsy: IV. Different Types. K.-M. Herrlin. Nord. med. 
54:1653-1655 (Nov. 3) 1955 (In Swedish) [Stockholm, Sweden]. 


The 146 patients with spastic palsy treated in Kronprinsessan 
Lovisas Barnsjukhus from the fall of 1951 to February, 1955, 
are classified in four groups with regard to the symptoms most 
important from the viewpoint of treatment: (1) patients with 
spasticity as the dominating symptom; (2) patients with a mixed 
picture, mainly pyramidal and extrapyramidal symptoms; (3) 
patients with dominating extrapyramidal or only extrapyramidal 
symptoms, usually athetosis or choreoathetosis; and (4) patients 
with predominating cerebellar or only cerebellar symptoms with 
ataxia or hypotension dominating the picture. The material is 
considered representative of cerebral palsy in children. About 
65% have spasticity as the only or the dominating symptom of 
the central motor injury, about 45% show normal intellectual 
development, and epileptic manifestations have occurred in about 


30%. 


Cerebral Palsy: VI. Psychiatric Considerations. S. Ahnsj6. Nord. 
med. 54:1657-1658 (Nov. 3) 1955 (In Swedish) [Stockholm, 
Sweden]. 


Only about 10% of the children with cerebral palsy in Kron- 
prinsessan Lovisas Barnsjukhus are regarded as unadaptable 
for special training. About 45% are endowed with normal in- 
telligence and about 45% are restricted in development but 
teachable. No spastic condition seems to rule out the possibility 
of intellectual development. Attention is called to the consider- 
able variations that are seen in the general intellectual level in 
similar spastic conditions and to the difference in talent in chil- 
dren with more or less the same motor handicaps. 


Chlorpromazine in the Treatment of Senile Agitation. E. Settel. 
GP 12:74-76 (Dec.) 1955 [Kansas City, Mo.]. 


This study of 60 severely agitated senile patients (17 men and 
43 women) was made in a nursing home. The patients ranged 
in age from 52 to 92, and 49 of them were over 60 years old. 
Eight had simple senility; 28 had senility with advanced cerebral 
arteriosclerosis; 11 had anxiety neurosis; 6 had psychosis; and 7 
had agitation associated with a malignant neoplasm. The dose 
had to be individualized, because what was effective for some 
proved inadequate for others. In extremely agitated patients, the 
initial doses were given by intramuscular injection. When the 
patient became quieter and more cooperative, oral medication 
was substituted. Patients with mild symptoms usually responded 
well to an initial dose of 25 to 50 mg. three times a day, which 
was gradually reduced over a three-week period to 10 or 20 mg., 
given either twice a day or three times a day. Severely agitated 
patients required higher initial doses (100 to 150 mg. three times 
a day). The length of treatment varied from one to eight months. 
Blood cell counts, urinalyses, and serum studies were done every 
two weeks on all patients. The results were excellent in 44, good 
in 12, and poor in 4 of the 60 patients. In 10 patients who were 
under treatment with chlorpromazine, a placebo was substituted 
during the course of the study. This “control group” was made 
up of patients selected from each of the five diagnostic categories 
under study. All 10 patients in the control group experienced a 
return of symptoms. The chief side-effect noted was drowsiness, 
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which usually subsided when the dose was lowered. Nasal con- 
gestion, dryness of the mouth, and, rarely, diarrhea or constipa- 
ion also occurred, but were readily controlled by symptomatic 
therapy. Jaundice appeared in a 75-year-old woman during the 
fifth week of treatment. The therapy was stopped immediately. 
During the following week, the jaundice deepened, but two 
weeks after its onset it spontaneously subsided. There were no 
cases of blood dyscrasias, renal damage, or hepatic damage. The 
patients who achieved an excellent result showed complete dis- 
appearance of agitation, quarrelsomeness, and irritability. They 
became quieter, less demanding, and less hostile. Yet there was 
no clouding of their sensoriums or mental processes. They no 
longer reacted violently to minor stresses. Their supervision was 
easily handled by fewer attendants than had previously been 
required. All showed an increased interest in their surroundings; 
many began to participate in group activities and occupational 
therapy. Thirty-four patients were returned to their families on 
therapy with a maintenance dose of chlorpromazine, with in- 
structions to have regular blood and urine examinations. 


Non-Specific Effects of Insulin and Electroplexy. E. Marley. 
J. Neurol. Neurosurg. & Psychiat. 18:280-284 (Nov.) 1955 
{[London, England]. 


Marley points out that the recognition of the nonspecific action 
of therapeutic agents owes much to the theories and experimental 
work of Selye. An agent producing an alarm reaction is termed 
a stressor and might exert both specific and nonspecific effects. 
Insulin, for instance, acts both nonspecifically and specifically 
by increasing the peripheral assimilation of sugar and the deposi- 
tion of glycogen in the liver. The value of both insulin and 
electroplexy in the treatment of schizophrenia has been thought 
to be due to the nonspecific effects of these methods of treatment. 
The author suggests that various biochemical and tissue devia- 
tions that have been hitherto assigned either diagnostic or 
prognostic status and that occur concurrently with, and in 
apparent direct relation to, treatment could as reasonably be 
integrated with patterns of nonspecific homeostasis. Such criteria 
include that of Meduna, who postulated a clinical distinction 
between endogenous schizophrenia and a syndrome he designated 
“oneirophrenia,” one of the differences being that patients with 
the latter exhibit resistance to insulin in the intravenous insulin 
tolerance test. This resistance is a reversible phenomenon, the 
reaction reverting to a normal hypoglycemic response in an 
equal proportion to improvement of the patient with the admin- 
istration of electroplexy, the reversion being an additional hall- 
mark of the benignity of the condition in contrast to the more 
sinister outlook for the true schizophrenic. A series of sequential 
investigations, including repeated insulin tolerance tests, eosino- 
phil counts, and plasma chloride values, was recorded on patients 
treated with electroplexy and with both deep or modified insulin. 
From the results obtained the author concludes that resistance 
to small doses of insulin occurs in schizophrenics in whom the 
diagnosis of oneirophrenia would be untenable. In addition, a 
decrease in resistance to small doses of insulin with concomitant 
clinical recovery may occur during the course of therapy in 
schizophrenics who, again, do not warrant a diagnosis of oneiro- 
phrenia. Furthermore, a decrease of insulin resistance may be 
unaccompanied by clinical improvement, whereas an increase 
of insulin resistance may be associated with recovery. More 
important still, if the groups as a whole are considered, an 
increase in the hypoglycemic effect of small doses of insulin 
occurred during or after treatment, no matter whether therapy 
was with insulin or electroplexy, and hence these changes bear 
no particular relation to diagnosis or prognosis. An increase of 
eosinophil cells accompanied treatment with insulin or electro- 
plexy and bore no clear-cut association with clinical improve- 
ment. 


Diagnosis and Treatment of Myelopathy Due to Cervical 
pendylosis. D. W. C. Northfield. Brit. M. J. 2:1474-1477 
(Dec. 17) 1955 [London, England]. 


Thirty-nine patients between the ages of 30 and 70 years with 
\yelopathy caused by cervical spondylosis were operated on at 
‘1 department of neurosurgery of the London Hospital. The 
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duration of symptoms preceding the operation varied from six 
weeks to 20 years. Trauma of sufficient degree to be well-remem 
bered had occurred in 13 patients. Disturbance of function of the 
cervical spine was insignificant. Weakness or stiffness of one ot 
both legs was the commonest initial symptom that was observed 
in 15 patients. Weakness, wasting, flaccidity or spasticity, and 
increase or decrease of tendon reflexes occurred in the upper 
extremities of all but two patients. In the lower extremities there 
was moderate to pronounced spastic weakness in 27 patients. 
Sensory disturbances of all varieties occurred in mosi of the 
patients; detection of these, however, may need care. Disturb 
ances of micturition, rarely severe, occurred in 14 patients 
Radiography, including myelography, is essential for diagnos: 

Osteophytes may be present at only one level or may be widely 
distributed, in the latter event producing an extensive cord 
lesion. Surgical treatment consisted of a suitable laminectomy, 
the arch above and below the affected disk being removed. The 
dentate ligaments were also divided, and where necessary the 
intervertebral foramens were enlarged. In three patients, spina! 
fusion was carried out. There was one postoperative death. Of 
the 38 patients who survived the operation, 8 became slowly 
worse, and 3 of them died of intercurrent disease; 8 remained 
stationary, 9 showed slight improvement, and 13 were improved 
considerably. Only 3 of the 13 patients were over SO years of 
age. One may feel that these results are disappointing, but the 
Operation is essentially a palliative one. In most of the patients, 
the damage to the spinal cord was to a greater or less extent 
ischemic as the result of interference with its blood supply, and 
the degree of compression of the cord by intraspinal osteophytes 
was unmeasurable. Operation is advisable as the method of 
choice in patients less than 50 years of age in whom the lesion 
is single and in whom conservative treatment by immobilization 
has failed. 


GYNECOLOGY & OBSTETRICS 


Sheehan’s Syndrome: Postpartum Panhypopituitarism. A. M. 
Taylor. J. Tennessee M. A. 48:448-451 (Dec.) 1955 [Nashville, 
Tenn. ]}. 


The cause of Sheehan's syndrome is obstetric hemorrhage at 
term with the attendant shock. The hemorrhage may be due to 
placenta previa, ruptured uterus, cervical tears, postpartum 
uterine atony, retained placenta, sepsis, or toxemia. Eclampsia, 
if complicated by hemorrhage, may be the cause. Since there is 
physiological hypertrophy of the pituitary at term, it is at this 
time that it is most vulnerable to reduced circulation plus shock 
There is thrombosis of the sinuses, with ischemic infarction and 
coagulative necrosis of the anterior pituitary. Sheehan's syn- 
drome differs from hypopituitary cachexia (Simmonds’ disease) 
which may be the result of destruction of the gland by tumors, 
granulomas, injury, surgical removal, spontaneous atrophy, and 
fibrosis. In the lesion caused by obstetric hemorrhage, the patient 
is asymptomatic if less than 50% of the anterior pituitary lobe 
is involved; there are moderate symptoms if 75% is destroyed: 
and severe symptoms if 95% or more of the lobe is lost. Six 
months or more elapse before all the symptoms of Sheehan's 
syndrome are evident. The sequence may be as follows: in the 
puerperium there is a rapid pulse, oliguria, and a rise in blood 
urea. Inhibition of lactation then occurs, with atrophy of the 
breasts. Shortly thereafter there appear amenorrhea, loss ot 
libido, and senility of the genitals. In a few months, the failure 
of regrowth of shaved pubic hair or a loss of pubic and axillary 
hair is noticed. Sooner or later asthenia, apathy, pallor, thinning 
of the eyebrows and scalp hair, and undue sensitivity to cold 
with loss of sweating develop. The skin is frequently cold and 
dry, the pulse slow, the temperature and blood pressure normal 
or low. Cases of Sheehan's syndrome have been classified in 
five clinical groups on the basis of declining clinical severity. 
The 40-year-old woman whose history is presented had mild 
anemia, eosinophilia, and relative lymphocytosis. Various tests 
revealed hypofunction of the adrenal cortex, and the pelvic 
examination was consistent with hypo-ovarian function. The 
patient was treated with thyroid extract, cortisone, and methy! 
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testosterone. Estrogen was not given, as the patient did not desire 
a return of the menses. The patient moved from the state so that 
further follow-up was impossible, but the immediate effect of 
the treatment was favorable. Sheehan believes that subsequent 
pregnancy is the best treatment, because it causes functional 
hyperplasia of the remainder of normal anterior pituitary. How- 
ever, in some of the cases, particularly those that are more 
advanced, subsequent pregnancy is impossible, and replacement 
therapy offers the best hope. 


Indications for Resection or Removal of the Ovary. C. L. Ran- 
dall. Connecticut M. J. 19:947-954 (Dec.) 1955 [New Haven, 
Conn.]. 


Controversy regarding the advisability of surgical intervention 
in the presence of pathological lesions of the ovary involves the 
following questions: Is ovarian removal necessary to minimize 
the likelihood of further disability when laparotomy seems in- 
dicated for pelvic inflammatory disease? How radical should 
one be when the patient is young and a granulosa cell tumor, a 
disgerminoma, or a teratoma seems limited to one ovary? Is 
more extensive resection indicated in an effort to improve our 
results in the treatment of ovarian cancer? When the patient is 
approaching her climacteric, should normal-appearing ovaries 
be removed as a means of preventing the possible later develop- 
ment of malignancy in the ovaries? In general, the surgeon should 
be slow to operate when cystic-feeling enlargements of the ovary 
are noted in younger women and quick to operate in the woman 
over 40 when any type of ovarian tumor is suspected. When 
signs indicating definite types of dysfunction are noted, many 
patients benefit from ovarian resection. When neoplasms appear 
benign, resection of the ovary should be attempted more fre- 
quently and oophorectomy employed less routinely. To date, 
there seems little reason to believe that more frequent routine 
examinations in an effort to find ovarian carcinoma early, or 
more extensive resection when malignancy is found, will ma- 
terially improve the poor results now evident in the treatment 
of ovarian malignancy. Prophylactic removal of both ovaries 
whenever pelvic laparotomy is indicated during the woman’s 
preclimacteric years, if routinely and universally carried out, 
should reduce the number of deaths due to carcinoma of the 
ovary from nine to six or seven per 1,000 women. However, 
since malignancy of the ovary develops in less than one woman 
in every 100, the advisability of such prophylactic oophorectomy 
will remain an open question. 


Fatal Toxic Enteritis in Surgical Gynecological Patients After 
Antibiotic Therapy. T. Bacaj and M. Pitzurra. Minerva ginec. 7: 
724-729 (Oct. 31) 1955 (In Italian) [Turin, Italy]. 


Death from enteritis caused by antibiotic therapy is reported 
in three of five women who had been operated on for gynecologic 
disorders and who had received in the immediate postoperative 
course penicillin, streptomycin, and chloramphenicol in thera- 
peutic doses. The enteritis ensued from one to seven days after 
the intervention, with nausea, vomiting, tympanites, hyperperi- 
stalsis, and diarrhea. Toxic symptoms involving mainly the 
cardiovascular system, liver, and kidneys appeared, and the 
course of the condition was rapid and sometimes fulminating. 
In the three patients who died, death was definitely not caused 
by the operation because the wound and the peritoneum were 
normal. Although the operative stress played some part in favor- 
ing the rapid progression of the condition in that it decreased 
the defense powers of the organism, the severe enteritis was 
caused by the antibiotic therapy, and streptomycin was the most 
harmful of the preparations administered. Of significance was 
the large number of micrococci (staphylococci) present in the 
intestinal lumen. Bacteriological studies showed that these 
micrococci were resistant to the antibiotics that had been given. 
The authors suggest that in similar circumstances the adminis- 
tration of the antibiotic responsible for the imbalance in the 
intestinal flora be suspended, bacteriological studies be made 
of the stools, and the sensitivity of the bacteria to various anti- 
biotics be tested so that the efficacious antibiotic can be ad- 
ministered. Sulfonamides should also be given together with 
blood transfusion, vitamins, and glucose and chloride solutions. 


J.A.M.A., March 3, 1956 


PEDIATRICS 


Myocarditis in the Newborn Infant: Study of an Outbreak 
Associated with Coxsackie Group B Virus Infection in a Ma- 
ternity Home in Johannesburg. S. N. Javett, S. Heymann, B. 
Mundel and others. J. Pediat. 48:1-22 (Jan.) 1956 [St. Louis}. 


In October and November, 1952, at which time epidemic 
pleurodynia (Bornholm disease) was prevalent in Johannesburg, 
South Africa, 10 newborn infants became ill while in, or soon 
after discharge from, the maternity home in which they were 
born. Their ages at the onset of their disease ranged from 5 to 
17 days. Characteristically, they showed a biphasic type of 
illness, the initial episode consisting of a few loose stools followed 
after an interval of three to eight days by a fulminating illness 
ending in circulatory collapse. Six of the 10 babies died. The 
main clinical evidence for myocarditis was a tachycardia of more 
than 200 beats per minute and an abnormal T; wave in the elec- 
trocardiogram. Autopsy was performed in three of the six infants 
who died; it revealed a patchy myocarditis as the outstanding 
lesion. In one of the three infants a focus of encephalitis was 
also observed. It was concluded that death resulted from acute 
heart failure and circulatory collapse. Bacteriological studies 
failed to reveal a cause for this condition. Virus studies showed 
that in baby mice inoculated with brain suspensions from two 
of the infants who died, lesions of the brain developed resembling 
those produced by Coxsackie group B virus. Fat pad lesions 
resembling those produced by this virus were also seen in sections 
of these mice, as well as in baby mice inoculated with the feces 
from two of-the infants who recovered. One of these viruses was 
established in serial passage, and it regularly produced fat pad 
lesions. It was typed in cross immunity tests and was shown to 
be a Coxsackie group B type 3 virus. It appears that in newborn 
infants Coxsackie group B virus may be a cause of an acute 
infection associated with a myocarditis, which may end fatally. 


Unilateral Renal Hypertension in a Girl Cured by Nephrectomy. 
O. Kobayashi and S. Sakaguchi. J. Pediat. 48:57-62 (Jan.) 1956 
[St. Louis]. 


A case of unilateral renal hypertension is described in a 14- 
year-old girl who was admitted to hospital with complaints of 
nausea, vomiting, and headache of three months’ duration. 
Eleven days before her admission, headache was followed by a 
convulsive attack associated with unconsciousness lasting two 
hours. Blood pressure was 162 mm. Hg systolic and 110 mm. Hg 
diastolic. Ophthalmoscopic examination revealed that both 
papillae were congested and edematous and the retinas were 
edematous. The retinal vessels were dilated and hypertrophied. 
The daily amount of urine varied between 400 and 900 cc. It 
contained a trace of protein, a few red and white blood cells, 
epithelial cells, and occasional hyaline casts. After admission 
the patient had occasional epistaxis and attacks of nausea, 
vomiting, and headache, and on the 26th hospital day she had 
several generalized convulsions of several minutes’ duration. 
Her blood pressure rose to 197/137 mm. Hg. An intravenous 
pyelogram showed good filling of the right renal pelvis with 
indigo carmine, but no dye was secreted on the left side. The 
site and forms of both pelves were normal on retrograde pyelo- 
graphy. On the 104th day after admission a left nephrectomy 
was performed. Examination of the removed kidney revealed a 
few erythrocytes and albuminous precipitate in some areas within 
the capsular spaces. There were adhesions between the glomer- 
ular tufts and the capsules in other areas. The tubules showed 
moderately acute degenerative changes. In occasional areas, the 
interstitial tissues were densely infiltrated with lymphocytes and 
mononuclear cells. The arterioles were moderately thickened, 
and in some areas hyaline deposits were observed in the walls 
of the arterioles. There was no evidence of necrotizing arterio!- 
itis or arteriolar nephrosclerosis. A diagnosis of chronic pyelo- 
nephritis was made. The urine became normal after the neph- 
rectomy, the daily amount increasing to 1,000 cc. The subjective 
complaints disappeared gradually during the two weeks after 
the operation. The papillae and the retinal vessels became nor- 
mal, and the retina around the papilla became grayish-turbid. 
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The patient was discharged four weeks after nephrectomy. For 
‘wo years after the operation the blood pressure remained at 
|18/78 mm. Hg. Essential hypertension is uncommon in chil- 
dren; most cases of hypertension are associated with renal 
disease. As the form and site of the impaired kidney on the 
retrograde pyelogram was normal in this patient, the diagnosis 
could not be established for three months. Unilateral pyelo- 
nephritis was considered the cause of the hypertension, and the 
patient’s recovery the result of nephrectomy. She was able to 
attend school and she grew normally, with no symptoms or 
signs of cardiac or renal disease. Only a linear gray-colored 
turbidity around both disks persisted on the eyegrounds. 


Familial Dysautonomia. J. R. Harris, H. Gall and S. Wasser. 
Pediatrics 16:842-847 (Dec.) 1955 (Springfield, IIl.]. 


A case of familial dysautonomia, a syndrome of functional 
disturbance of the autonomic nervous system, is described in a 
13-month-old baby girl who died at the age of 25 months of 
aspiration (lipid) pneumonia. Manifestations of autonomic dys- 
function, such as deficient lacrimation, excessive perspiration, 
drooling, coolness of the extremities, an erythematous rash, and 
intestinal ileus, were more or less constantly present. Other evi- 
dence of neurological disorder consisted of inconstant reflex 
changes, hypotonia, poor coordination, and unpredictability of 
responses. A psychiatric disturbance was indicated by a unique 
pattern of severe tongue-biting during febrile episodes when the 
symptoms of autonomic dysfunction were most prominent; it 
resulted in bleeding from the torn areas and vomiting of swal- 
lowed blood. History revealed that three siblings of the patient 
were weak infants, poor feeders, had frequent colds, and died 
of pneumonia at the age of 34% to 8 months. This information 
suggests a familial nature of the patient’s dysautonomia. Fre- 
quent respiratory infections and unexplained fever were observed 
in the patient. The clinical impression was one of mental retarda- 
tion. The blood pressure readings suggested an intermittent 
hypertension. Prominent feeding problems were manifest. In 
all of Riley’s cases of familial autonomic dysfunction (J. A. M. A. 
149:1532 [Aug. 23] 1952) in which a detailed history was avail- 
able, difficulty in feeding also was observed in early infancy. 
Because frequent feedings and the application of force and re- 
straint were contrived to overcome it, Harris and his co-workers 
felt that the tongue-biting was symptomatic of psychiatric dis- 
order. The contributing factors were an excessive concern for 
the family, impressed on the mother in her youth, and the occur- 
rence of the same problem in the preceding offspring, culminat- 
ing in unusual tension regarding successful feeding. The infant's 
disinclination to mess the food added to her inadequate oral 
satisfaction and may have led her to seek a substitute gratifica- 
tion. The obvious satisfaction of the tongue-biting in addition 
to the “accessory movements” (nose squeezing, holding a blanket 
to the face) were typical of a pleasurable habitual manipulation, 
yet the vasovegetative and motor symptoms as well as the change 
in personality pattern bear such resemblance to infantile autism 
that an observer may find difficulty in differentiating familial 
dysautonomia and schizophrenia in a young infant. 


Robin’s Syndrome (Micrognathia and Glossoptosis): Case Re- 
port. E. Jaso. Rev. espafi. pediat. 11:461-468 (July-Aug.) 1955 
(In Spanish) [Zaragoza, Spain]. 


Congenital micrognathia with microglossis, glossoptosis, anc 
palatine fissure (Robin’s syndrome) is a grave, rare abnormality. 
Syphilis and alcoholism in either parent or avitaminosis B. in 
pregnant mothers have been considered as causal factors. The 
profile of the micrognathic infant at birth is similar to that of a 
bird. The jaw is more than 8 mm. shorter than the maxilla. 
Clinical symptoms consisting of acute .dyspnea, cyanosis, and 
great difficulty in swallowing appear as soon as the infant is born. 
[he symptoms are aggravated when the infant lies on his back 
or when attempts to feed him are made. Examination of the 
infant’s mouth shows that the small tongue is fixed into the pala- 
‘ine fissure preventing the passage of air to the upper respiratory 
tract. The treatment, one of emergency in order to prevent irre- 
versible anoxia, is as follows: 1. The infant is kept constantly in 
the prone position with the help of a pillow under the lower part 
of the thorax. 2. Oxygen is given by means of a nasal catheter 
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reaching the glottis. If dyspnea is acute, oxygen is given with an 
intratracheal sound. 3. The point of the tongue is fixed with 
stitches to the lower lip and fixation is maintained for four weeks 
(some authors believe that fixation should be maintained for 
three months). The abnormality is associated with a tendency 
for infections, with poor nutrition and often with final cachexia 
When the patient reaches the age of one month the abnormality 
cures spontaneously, provided that the patient is maintained in 
the prone position even during artificial feeding. The principle 
of orthostatic feeding, either by simple devices or by the Davis 
and Dunn apparatus, rests on the fact that the infant sucks, 
while he is in the prone position, with forward direction of the 
chin, which induces prognathism. Apparatus for exerting mandib- 
ular traction or propulsion is cumbersome and unnecessary 
The case reported by the author is the 32nd in the literature. The 
patient's mother had a fall from a certain altitude when she was 
in her seventh month of pregnancy. The infant was born 17 days 
later than he was due, and he was born in facial presentation. 
The tongue was fixed to the lower lip when the infant was 2 days 
old, and it was maintained fixed for four weeks. The patient 
was constantly maintained in the prone position. During and 
after fixation of the tongue the patient was able to have 
normal artificial feeding. At the age of 6 months his artificial 
feeding and physical development are normal for his age and his 
respiration is normal, except when he lies on his back. 


UROLOGY 


Anuria in Chronic Nephritis. P. Vallery-Radot, P. Milliez, C. 
Laroche and J.-L. Funck-Brentano. Presse méd. 63:1663-1664 
(Dec. 1) 1955 (In French) [Paris, France]. 


Two types of anuria may occur in patients with chronic neph- 
ritis: spontaneous oliguria of the terminal phase or anuria in- 
duced during the course of the disease. The terminal oliguria 
is progressive in character; no direct causal factor is apparent, 
but hypochloremia and hyponatremia are present and seem to 
favor a reduction in diuresis. Replacement therapy affords tem- 
porary improvement in some cases, but the complication is a 
fatal one. When the kidneys are examined at autopsy, they show 
lesions identical to those seen in patients dying of acute nephritis 
with no reduction in diuresis. The induced anuria is seen after an 
infectious episode, administration of a toxic agent, trauma, or 
surgical intervention in patients who normally tolerate their 
disease well. The threshold of renal provocation in these patients 
is much lower than in normal persons. When anuria occurs in 
persons not known to have an inherent renal lesion, a thorough 
search should be carried out for such a lesion before a diagnosis 
of primary anuria or anuria secondary to slight provocation is 
made. 


Prostatic Cancer: XII. Extremely Elevated Serum Acid Phos- 
phatase Associated with Altered Liver Function. P. B. Hudson, 
K. K. Tsuboi and A. Mittelman. Am. J. Med. 19:895-901 (Dec.) 
1955 [New York]. 


The clinical and laboratory course of three men between the 
ages of 52 and 77 years with metastatic carcinoma of the prostate 
and impaired hepatic function is described. Two of the patients 
died, and autopsy was performed on one of them. The third 
patient underwent bilateral orchiectomy and was given 500 mg. 
of diethylstilbestrol daily and immediately postoperatively. 
Within one month this patient was considerably improved, and 
he continued to do well after his: discharge from the hospital. 
Quantitative measurement of acid phosphatase activity was 
performed on the patients’ serums, and in each of them there 
was an extremely elevated level of serum acid phosphatase 
activity. The enzyme was tested at three dilutions in the presence 
of saturating levels of three separate substrates, which were 
prepared as concentrated stock solutions adjusted to pH 5.5. 
To the reaction mixtures were added phenylphosphate, §-gly- 
cerophosphate, and yeast adenylate respectively. The reliability 
of the assay methods was revealed by the strict proportionality 
obtained between enzyme concentration and activity in each 
of the substances used. The pattern of action of the serum 
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enzyme on each of the substrates was observed to be identical 
with that observed with an acid phosphatase obtained from 
prostatic tissue. A partial purification of the serum acid phos- 
phatase was accomplished by ammonium sulfate fractionation. 
The resulting enzyme preparation was subjected to intensive 
characterization with respect to its kinetic properties. The serum 
enzyme was Observed to be identical with the prostatic acid 
phosphatase in the relationship between reaction velocity and 
substrate concentration, hydrogen ion, and specific inhibitors. 
The most convincing evidence for the identity of the two enzymes 
was furnished by the observed action on the three separate 
substrates. The values of the dissociation constants for each of 
the substrate-enzyme complexes were determined and did not 
differ greatly from those with highly purified preparations of 
acid phosphatase from prostatic tissue. The acid phosphatase 
composition of the tissues of primary prostatic neoplasm and 
hepatic and osseous metastases was determined on autopsy 
material. The pattern of action of the enzyme associated with 
each of the samples of material tested strongly indicated the 
acid phosphatase to be of prostatic origin in each instance. 
Among the tissues investigated, the hepatic metastasis was 
found to contain the greatest concentration of enzyme. Addi- 
tional experiments were performed on normal human liver for 
comparison with hepatic metastasis. Normal human liver was 
found to contain an acid phosphatase of distinctly dissimilar 
kinetic properties and in concentrations of less than 4% of the 
enzyme observed to be present in the metastatic tissue. The liver 
appears to be implicated in the metabolism of serum acid phos- 
phatase of prostatic origin. In one of the patients, the rise in 
serum acid phosphatase level_paralleled the increase in hepatic 
damage. In the patient who was improved after hormone therapy, 
a parallelism was shown between the drop of acid phosphatase 
level after hormone therapy and a return of liver function to 
normal. 


Renal Tuberculosis: An Analysis of 511 Cases. T.-C. Wu, C.-T. 
Sun, C.-P. Wu and K.-T. Meng. Chinese M. J. 73:379-393 
(Sept.-Oct.) 1955 (In English) [Peking, China]. 


Of 3,340 patients admitted to the genitourinary service of 
three hospitals in Peking, China, between 1932 and 1953, S511 
(15.3%) had renal tuberculosis. Renal tuberculosis is still a 
common and serious urologic disease. Of 347 nephrectomies 
carried out in one of the three hospitals, 222 (64%) were per- 
formed for renal tuberculosis. Among the 511 patients there 
were 352 males and 159 females, or a ratio of 2.2 to 1. Renal 
tuberculosis is a disease of young adults, since 407 of the 511 
patients were between the ages of 16 and 40 years, the youngest 
being 4 years old and the oldest 66. Frequency of urination was 
observed in 421 patients (82.3%), hematuria in 370 (72.4%), 
and dysuria in 325 (63%); only 62 patients (12.1%) were free 
from these symptoms. Tubercle bacilli were found in the urine 
of 362 patients (71%). Cystoscopic examination was performed 
in 415 patients and results were reported in 332. Tuberculous 
ulcers were observed in 202 patients (60.8%) and tuberculous 
nodules in 84 (25.3%). Simple cystitis, particularly in male 
patients, rarely occurs without a primary disease in the genito- 
urinary tract. Of the 352 male patients, 206 (58.5%) had tuber- 
culosis of the genital organs. Recognition of the fact that tuber- 
culous epididymitis is the most common physical finding in 
genitourinary tuberculosis will make the diagnosis of renal 
tuberculosis easier. Cystoscopy and bilateral retrograde pyelog- 
raphy are useful methods for the diagnosis of renal tuberculosis, 
but they may be impracticable in patients with a small con- 
tracted bladder. In the latter excretory examination is required. 
Streptomycin therapy is the method of choice for conservative 
treatment of early renal tuberculosis. Eleven of the 511 patients 
were classified as having early renal tuberculosis, and good 
results were obtained with streptomycin therapy in 6, 2 of whom 
were followed for four years and have remained in good health. 
Repeated pyelographic studies are indispensable for evaluation 
of the therapeutic results obtained with streptomycin. It also 
is an excellent adjuvant to surgical treatment and should be used 
widely in doses of 1 gm. daily for one week preoperatively and 
for two weeks postoperatively. It may be combined with 300 
mg. of isoniazid daily. Three of the 383 patients who underwent 
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nephrectomy died, an operative mortality rate of 0.8%. Post- 
operative sinus formation occurred in 37 patients (9.7%). There 
were no operative deaths after 1949, when streptomycin therapy 
was introduced, and the incidence of postoperative sinus for- 
mation was reduced to 3%. Excision of the whole length of the 
ureter is considered unnecessary except in cases where there is 
a stricture in the lower end of the ureter. The perirenal fat should 
be excised as completely as possible to prevent sinus formation. 
Contralateral hydronephrosis, an important but frequently un- 
suspected complication, occurred in 56 patients (11%); surgical 
procedures other than nephrectomy were used in these patients. 


PATHOLOGY 


Vascular Obstruction in Chronic Pyelonephritic Kidneys and 
Its Relation to Hypertension. P. Kincaid-Smith. Lancet 2:1263- 
1268 (Dec. 17) 1955 [London, England]. 


The author presents a new concept of the pathogenesis of 
chronic pyelonephritis and suggests a mechanism for the pro- 
duction of hypertension in this condition. He describes observa- 
tions on 10 cases of malignant hypertension, in which irregularly 
scarred pyelonephritic kidneys were found at autopsy. Obstruc- 
tive vascular lesions and associated ischemic renal parenchymal 
lesions were observed. The author compares the lesions in hyper- 
tensive and normotensive patients with chronic pyelonephritis. 
Of 45 consecutive patients with chronic pyelonephritis examined 
at autopsy in her department during the past 10 years, 30 
(66.6%) were hypertensive and 15 (33.3%) normotensive. The 
hypertensive patients usually had severe renal contraction and 
extensive pyelonephritic scarring, whereas the kidneys in the 
normotensive group were often of normal size with only oc- 
casional pyelonephritic scars. Histologically, the hypertensive 
patients had numerous lesions of the type that follow ischemia. 
In the kidneys of the nonhypertensive patients these lesions were 
rarely seen. The nature of the arterial lesions observed in chronic 
pyelonephritis suggested that they resulted from inflammation. 
This prompted the postmortem study of 50 kidneys showing 
acute pyelonephritis with a view to finding arterial lesions in 
the acute stage. Destructive lesions of the arterial walls and 
obstructive lesions of the lumen were found in these cases. These 
findings are discussed in relation to their importance both in 
the pathogenesis of contracted pyelonephritic kidneys and in 
the development of hypertension in pyelonephritis. Ischemic 
parenchymal lesions such as are described here in chronic pyelo- 
nephritis are also found in other conditions in which renal vas- 
cular obstruction is known to be associated with hypertension. 
In view of this fact, the ischemic lesions are thought to be 
causally related to the development of hypertension in chronic 
pyelonephritis. 


Studies on the Influence of Chemotherapeutic Substances on the 
Nucleic Acid Content of Leukemic Elements: First Observations 
on the Action of 1,4-Dimethanesulfonoxybutane (Myleran) and 
Cortisone. F. Gavosto and A. Pileri. Minerva med. 46:1289- 
1295 (Nov. 10) 1955 (In Italian) [Turin, Italy]. 


The action of chemotherapeutic substances on the nucleic 
acids of cells of proliferating tissues was studied by the authors 
in three patients with chronic myeloid leukemia who were treated 
with 1,4-dimethanesulfonoxybutane (Myleran) and in three pa- 
tients with chronic lymphatic leukemia and one with acute 
hemocytoblastic leukemia who were treated with cortisone. The 
behavior of these acids in the first three patients was constant, 
with an increase in the average nucleic acid content in the last 
phase of treatment when the circulating elements tended to reach 
normal values. This increase was more marked for ribonucleic 
acid, and therefore also the ratio between ribonucleic and des- 
oxyribonucleic acid tended to increase. It was observed that, in 
the instances in which the cytoplasm content of ribonucleic 
acid was high, a greater resistance to the action of Myleran 
seemed to be present. This may be a significant feature. Cortisone 
too altered the nucleic acid content, especially that of ribonucleic 
acid of the circulating elements, but the changes did not take 
place in a constant way. In some instances the nucleic acid 
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ontent decreased after an initial increase, whereas in others 
here waS a progressive decrease. The degree of these changes 
also varied. There was no correlation between the changes in 
he nucleic acid content and the changes in the circulating 
elements. Dose and mode of treatment did not influence the 
esults, which seems to indicate that there is no need for a 
definite concentration (this is necessary in the case of many 
chemotherapeutic agents and antimetabolites) of the hormone 
in the cells. Thus, some of the data obtained from this study 
suggest that cortisone has an action on the nucleic acid content 
of leukemic elements, especially on the ribonucleic acid content 
of the cytoplasm, whereas others suggest that this action is not 
constant and cannot be foreseen in its chemical dynamics. 


Comparative Incidence of Cholelithiasis in the Negro and White 
Races: A Study of 6,185 Autopsies. J. A. Cunningham and F. 
F—. Hardenbergh. A. M. A. Arch. Int. Med. 97:68-72 (Jan.) 
1956 [Chicago]. 


The material for this study was obtained from the routine 
autopsy service of five Alabama hospitals. For purposes of 
analysis, the 6,185 autopsies were divided into two groups: the 
white, totaling 2,913, and the Negro, totaling 3,272. These were 
then subdivided according to age and sex. In the entire series 
there were 341 patients with cholelithiasis, an over-all percent- 
age incidence of 5.51. Cholelithiasis was found approximately 
four times as frequently in the white as in the Negro race. The 
highest incidence was found in the white female (11.12%) and 
the lowest in the Negro male (1.71%). The importance of the 
sex factor is evidenced by the significantly higher incidence in 
the female of both races. Also clearly shown is the role of age 
in this disease; with advancing age, a steady rise in incidence 
is seen in the white male and female; it is also noted in the Negro 
female but is practically absent in the case of the Negro male. 


Jaundice During Chlorpromazine (Thorazine) Therapy: A His- 
tologic Study of the Hepatic Lesions in Five Patients. S. Lindsay 
and R. Skahen. A. M. A. Arch. Path. 61:84-90 (Jan.) 1956 
[Chicago]. 


Chlorpromazine (Thorazine) has been reported to cause jaun- 
dice in from 1.4 to 4.8% of the patients treated. The authors re- 
port on the clinical and laboratory records and histological 
lesions of the livers of five patients in whom jaundice developed 
after administration of chlorpromazine. The hepatic lesion dis- 
closed by biopsy was different and easily distinguishable from 
that occurring in external biliary obstruction, from various other 
forms of severe toxic hepatitis, and from cholangiolitic biliary 
hepatitis or cirrhosis. It was found that cellular injury is mild 
and reversible and principally centrilobular. Bile stasis is con- 
fined to the central biliary canaliculi. Hypersensitivity as the 
principal mechanism in the hepatic injury has not been proved. 
A more tenable explanation of the hepatic injury is direct toxic 
injury to the hepatic cells, although this injury appears to be 
extremely mild. The lesion observed in this study resembles only 
those that have been described as occurring after administration 
of methyltestosterone, thiouracil, and arsenic. As in chlorproma- 
zine jaundice, the results of laboratory examinations in these 
instances indicated obstructive regurgitative jaundice with little 
or no evidence of hepatic cell damage. 


PHYSIOLOGY 


The Nature and Function of the Alpha Cells of the Pancreas: 
Their Possible Role in the Production of Glucagon. W. Korp 
and P. M. LeCompte. Diabetes 4:347-366 (Sept.-Oct.) [New 
York]. 


The authors appraised the available data on alpha cells in the 
light of experimental work carried out in their laboratory during 
the past year. That the islets of Langerhans contain more than 
one type of cell was recognized in 1899, and the distinction 
between the cell types was accomplished in 1907 by Lane, who 
observed that some of the cells in guinea pig islets contained 
granules that dissolved in alcohol, whereas the granules in other 
cells were insoluble. He designated the latter as alpha cells and 
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the former as beta cells. Selective staining methods have been 
devised for the alpha cells, but no completely satisfactory method 
exists. Procedures devised by Gomori appear more reliable than 
the various silver impregnation methods. Alpha cells have a 
tendency to nestle along capillaries, but the distribution of alpha 
cells in the islets differs in various species. They are more or less 
scattered all over the islets in man, dog, bat, and guinea pig but 
are found in the periphery in the rabbit, opossum, mouse, rat, 
and hamster, and in the last three animals there are thought to be 
more or less complete layers of alpha cells surrounding the cen 
tral bulk of the beta cells. Varying figures cited for the percent- 
ages of alpha cells in the human pancreas in diabetics and non- 
diabetics reflect differences in technique and interpretation 
Opinions differ concerning the embryology of the alpha and beta 
cells and whether transition forms exist between these two cell 
types, but evidence suggests that the alpha and beta cells main- 
tain separate identities. The intimate association of glucagon with 
insulin indicates its origin from the pancreas. Experiments caus- 
ing atrophy of acinar tissue together with destruction of beta 
cells by alloxan suggested that glucagon might originate from 
the alpha cells of the islets of Langerhans. The hypothesis that 
the alpha cells are the site of production of glucagon and are 
thus concerned in the pathogenesis of diabetes has been stressed 
by many authors. Attempts to prove or disprove this by a 
selective destruction of the alpha cells (by cobaltous chloride 
and Synthalin A) have so far been unsuccessful, since complete 
and permanent destruction of these cells has not been achieved. 
When a factor having the same hyperglycemic and glycogenolytic 
properties as glucagon was found also in extrapancreatic tissues, 
it was concluded that it might originate from certain cells of the 
enterochromaffin system, regarded as similar to or identical 
with the pancreatic alpha cells. The similarities between these 
cell types are, however, only superficial. They differ histo- 
chemically and in their response to experimental procedures, for 
example, with use of cobaltous chloride and Synthalin A. Clari- 
fication of the problem of the site of origin of glucagon will 
probably be possible only when the chemical identity or lack of 
identity of various pancreatic or extrapancreatic extracts with 
glucagon can be proved. 


Alcohol Intake and Erythrocyte Aggregation. O. Forsander and 
H. Suomalainen. Quart. J. Stud. Alcohol. 16:614-618 (Dec.) 
1955 [New Haven, Conn.]. 


The erythrocytes in the blood of a healthy person repel each 
other and flow through the capillaries as a homogeneous sus- 
pension, but the suspension stability can be disturbed and the 
cells made to adhere to each other, forming smaller or larger 
aggregates. Ether anesthesia causes red blood cell aggregation. 
Other anesthetics have the same effect as ethyl ether, at least 
if they are applied locally. Ethyl alcohol has an anesthetic effect 
if taken in amounts that increase the blood alcohol concentra- 
tion sufficiently. The present study was undertaken to determine 
whether erythrocyte aggregation occurs in the blood during 
intake of moderate amounts of alcohol. The studies reported 
were made on five men, all of whom were moderate users of 
alcohol. An erythrocyte aggregation was observed after alcoho! 
intake in all the subjects, and this may, therefore, be a general 
phenomenon. The aggregates appear rapidly and are formed 
gradually as alcohol is absorbed by the blood. That they are 
formed and disappear so rapidly may point to the fact that the 
phenomenon is a physical one and that alcohol disturbs the 
stability of the cell suspension. Some investigators consider that 
the aggregation of erythrocytes depends on physiological 
phenomena. It has been pointed out that alcohol intoxication 
represents a stress that causes an alarm reaction. Because 
aggregation as a rule occurs when the organism is under a 
stress, it may be suggested that this would not be a reaction 
specific for alcohol. Stress can be followed by observing the 
number of eosinophils, which was done during this study, but 
the variations were so great that no conclusions could be drawn. 
Antihistaminic compounds eliminate certain types of aggrega- 
tion that occur in association with allergies. In recent years, 
alcoholics have been treated with antihistaminic drugs, a fact 
that may have some connection with the aggregation phenome- 
non. 
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BOOK REVIEWS 


Medical Research: A Midcentury Survey. Volume I: American Medical 
Research: In Principle and Practice. Volume II: Unsolved Clinical Prob- 
lems: In Biological Perspective. Cloth. $15, per set of 2 volumes. Pp. 
765; 740. Published for American Foundation by Little, Brown & Com- 
pany, 34 Beacon St., Boston 6; J. & A. Churchill, Ltd., 104 Gloucester 
Pl., Portman Sq., London, W.1, England, 1955. 


Medical research has become one of the widely discussed and 
probably one of the most important subjects of the day. With 
the growing interest of the public and government officials, as 
well as scientists in general, research is receiving ever-increasing 
support and its horizons are expanding almost unbelievably. 
Unfortunately, however, there are many who, even though they 
are interested in the subject, know little about the way research 
is developed and how it is supported. This seems to be particu- 
larly true for medical research in spite of its prominence in 
everyday discussion. Therefore, studies intended to present facts 
on these aspects of medical research are always welcome, par- 
ticularly if they delve deeply and accurately into the topic. 

Under the auspices of the American Foundation, a special 
consultant committee was appointed to conduct a midcentury 
survey of medical research. The consultants provide an im- 
posing list of names and the work that has been done with their 
help in the two volumes represents a reference source of material 
that will be used for years. Volume 1, for example, contains 
discussions on subjects ranging from a broad appraisal of medi- 
cal research and its perspective with other sciences to current 
problems and trends in medical and biological research in the 
United States, research agencies, and the utilization and dis- 
semination of the findings of research groups. Volume 2 offers 
more specific information so far as disease is concerned and 
presents information on current metabolic concepts in biology 
and medicine, cancer, infertility, arteriosclerosis, hypertension, 
the rheumatic syndromes, tuberculosis, viruses, alcoholism, and 
schizophrenia. There may be some who will press for even more 
details than are offered in these two books, but for most who 
are interested in this subject the volumes will provide an in- 
formative source of available data. The material is not offered 
as dry statistics but almost in an essay form, and as a resuit the 
reader can develop a story as well as learn facts. And there is 
no doubt about it—the story of modern medical research is fas- 
cinating no matter how it is viewed. 

The volumes are well prepared so far as ease of reading is 
concerned, the choice of type and the arrangement of the 
material being conducive to easy reading. Of particular interest 
to some readers will be the references to sources of information 
used in the study because these will provide more details for 
those seeking such information. 


Chest X-Ray Diagnosis. By Max Ritvo, M.D., Assistant Clinical Pro- 
fessor of Radiology, Harvard Medical School, Boston. Second edition. 
Cloth. $16. Pp. 640, with 633 illustrations. Lea & Febiger, 600 Washington 
Sq., Philadelphia 6, 1956. 


In the preface to the first edition of this book, the author 
states that his purpose is to describe the criteria on the basis 
of which the diagnosis of diseases of the lungs and the heart 
can be established by roentgenologic methods and to make 
available a large, varied collection of radiographs that illustrate 
both the common and the rare conditions in which roent- 
genologic examinations may be of value. In the four years since 
the publication of the first edition, numerous diagnostic criteria 
and techniques have been evolved. The author attempts to in- 
corporate all of the significant advances in the second edition, 
and certain sections are entirely new. Others have been partially 
rewritten and enlarged. The illustrations have been improved 
and increased in number. The section on congenital heart disease 
has been greatly expanded to include data on cardiac catheteriza- 
tion, angiocardiography, and other modern methods of clinical 
and roentgenologic diagnosis. 





These book reviews have been prepared by competent authorities but 
do not represent the opinions of any medical or other organization unless 
specifically so stated. 


This book includes 11 sections that deal with the roent- 
genologic methods of examination of the lungs, mediastinum, 
diaphragm, pleura, bony thorax, soft tissues of the chest walls, 
soft tissues of the neck, the heart and great vessels, aorta, 
pulmonary artery, innominate artery, azygos vein, and peri- 
cardium. The volume is well arranged and should serve a use- 
ful purpose not only for radiologists but also for clinicians. The 
material is presented in an acceptable way and the illustrations 
are unusually good. 

Under acknowledgments the author gives credit to many of 
his colleagues. In the text, however, he rarely refers to the 
article from which certain information was gleaned. There are 
at least two objections to such a procedure. One has to do with 
giving credit where credit is due and the other has to do with 
furnishing the reader a reference to which he can go for addi- 
tional information. Another shortcoming of this book is the 
index. For instance, the reader wishing to learn anything about 
tuberculosis and pneumoconiosis could not find that information 
in the index but would have to look up the subject of pneumo- 
coniosis and then read until tuberculosis was discussed. It is 
to be hoped that some day authors of books on clinical subjects 
will give as much attention to an index as is given by authors 
in preclinical subjects such as anatomy. These criticisms are 
minor, however, and if they appear to be overemphasized, that 
was not the intention. The text is excellent and is highly recom- 
mended. 


Traité de technique chirurgicale. Publié par B. Fey et al. Tome I: 
Généralités, chirurgie des tissus, chirurgie des membres. Par S. Oberlin, 
chirurgien des hépitaux de Paris. Tome VI: Abdomen, parois, tube di- 
gestif. Par Jean Quénu, professeur de clinique chirurgicale A la Faculté 
de médecine de Paris, et Jean Perrotin, chirurgien des hépitaux de Paris. 
Second edition. Cloth. 8800 francs; 8300 francs. Pp. 1249, with 1145 
illustrations; 1182, with 1001 illustrations. Masson & Cie, 120 blvd. Saint- 
Germain, Paris, 6e, France, 1955. 


This book is part of a series relating to surgical technique. 
It is well prepared by authors specially trained in their fields. 
Some will not be known perhaps to American readers since they 
are from France. There are others, however, whose reputation 
has spread to other countries and whose writings are familiar 
to those who search the literature or attend lectures elsewhere 
than in the United States. The books are in French but are 
well written in a style that encourages reading without any pro- 
found knowledge of French. One who is familiar with his field 
and has a working knowledge of French should be able to read 
these books easily and should find them welcome additions to 
his library. 


Modern Trends in Obstetrics and Gynaecology (Second Series). Edited 
by Kenneth Bowes, M.D., M.S., M.B., Obstetric Physician, St. Thomas's 
Hospital, London, England. Cloth. $12. Pp. 407, with 176 illustrations. 
Paul B. Hoeber, Inc. (medical book department of Harper & Brothers), 
49 E. 33rd St., New York 16, 1956. 


This compilation of 26 articles constitutes a supplement to 
the first series. Most of the contributors are from England, but 
some are from Glasgow, Edinburgh, Johannesburg, Ontario, 
Amsterdam, Stockholm, and Baltimore. Among the more in- 
teresting chapters are the following: The Mechanism of Myo- 
metrial Function and Its Disorders, by Arpad Czapo (a compli- 
cated but fascinating article); The Sex Chromatin and Its Appli- 
cation to Errors in Sex Development, by Murray L. Barr; Pain 
in Gynaecological Conditions, by G. W. Theobald; Antibiotics 
in the Treatment of Genital Tuberculosis in the Female, by 
Ake B. V. Ryden; and The Treatment of Carcinoma of the 
Cervix Uteri, by Stanley Way. It is strange that in the chapter 
on the early diagnosis of intersex by Innes Williams there 1s 
no mention of the important contribution made by Barr and 
described and illustrated in this book. In the chapter on vulva! 
atrophy and leukoplakia by H. J. Wallace, the following state- 
ment is made: “There is some evidence that once leukoplaki 
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is established, there is about a 50 per cent risk of malignant 
change within 10 years and this malignancy may arise very in- 
sidiously (Taussig 1930).” It is true that this was Taussig’s 
opinion 25 years ago, but no one in recent years has proved such 
a high incidence of malignancy after leukoplakia. Because of 
the large number of contributors, the book lacks the uniformity 
and continuity of a single author, but this is not a disadvantage 
because it is interesting and instructive to read discussions of 
so many subjects by well-versed authorities. The book is defi- 
nitely worth reading. 


Medical and Psychological Teamwork in the Care of the Chronically Il. 
Edited by Molly Harrower, Ph.D. Reports and discussions of conference 
held March 28-31, 1954, at Galveston, Texas, under auspices of Josiah 
Macy Jr., Foundation of New York City and University of Texas Med- 
ical Branch. Publication number 276, American Lecture Series, monograph 
in Bannerstone Division of American Lectures in Psychology. Cloth. $5.75. 
Pp. 232. Charles C Thomas, 301-327 E. Lawrence Ave., Springfield, IIl.; 
Blackwell Scientific Publications, Ltd., 24-25 Broad St., Oxford, England; 
Ryerson Press, 299 Queen St., W., Toronto 2B, Canada, 1955. 


This report on how psychiatrists and psychologists can help 
internists in the care of the chronically ill includes contributions 
by 30 persons representing chiefly psychiatry, psychology, and 
internal medicine, but there are also contributions by medical 
educators, a surgeon, a pharmacologist, and a medical repre- 
sentative of the Office of Vocational Rehabilitation. In a chapter 
on the pros and cons of a new degree (a doctorate in medical 
psychology), Dr. L. S. Kubie presents an impressive analysis of 
the case for establishing the profession of medical psychology 
whose members would work with physicians in providing psy- 
chological diagnosis and treatment. Other chapters cover general 
aspects of care and treatment of the chronically ill, psychological 
problems, teamwork problems, teaching and training of psycho- 
logical personnel, problems of interdisciplinary research, and 
problems of communication between psychologist, psychiatrist, 
internist, and patient. The volume can be unreservedly recom- 
mended to those interested in the problem of chronic illness in 
general and its psychological aspects in particular. The confer- 
ence agreed there was need for additional conferences, bringing 
in representatives of nursing, social service, physical therapy, 
occupational therapy, pastoral guidance, and hospital adminis- 
tration with a view to developing “specific programs for training, 
research, and actual practice in medico-psychological team- 
work on behalf of the chronically ill.” There is an index (in 
which S. Freud appears only once). 


The Presbyterian Hospital and the Columbia—Presbyterian Medical 
Center, 1868-1943: A History of a Great Medical Adventure. By Albert 
R. Lamb, M.D. Cloth. $8.75. Pp. 495, with illustrations. Columbia Uni- 
versity Press, 2960 Broadway, New York 27; Oxford University Press, 
Amen House, Warwick Sq., London, E.C.4, England, 1955. 


Dr. Lamb has written an authoritative and fascinating story 
covering the first 75 years of the history of the Presbyterian 
Hospital of New York City. It is truly a story of a great ad- 
venture, beginning with the inspiration and gift of James Lenox 
in 1868 and culminating in the agreements between the hospital 
and Columbia University that eventually led to the development 
of today’s magnificent medical center. The preparation of the 
manuscript for the volume took eight years, and its value is 
greatly enhanced because the author himself has been a par- 
ticipant in the program of the development of the medical center 
for such a long period of time. The description of the problems 
confronting those who were responsible for organizing and con- 
ducting the development and subsequent progress of Presby- 
terian Hospital and the Columbia-Presbyterian Medical Center 
involves the history of medicine over the 75 years covered. It 
affords to the reader an opportunity to review the amazing and 
almost unbelievable changes that have taken place, at times 
with kaleidoscopic rapidity, during this period. Comparison of 
cost factors in construction and equipment as well as in main- 
tenance portray the economic and many of the social readjust- 
ments as well as the advances in medical knowledge that have 
occurred during this fascinating period. The illustrations re- 
enforce its value as a historical document, and those interested 
in some of the details of agreements, the basic objectives of 
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the School of Medicine of Columbia University, and problems 
associated with the development of the full-time program will 
find valuable information in the appendixes. The volume should 
be a valuable addition to the library of all who are interested 
in the history of American medicine and should stimulate such 
an interest in all others who peruse its pages. 


Clinical Analgetics. By E. G. Gross, Ph.D., M.D., Professor and Head 
of Department of Pharmacology, State University of lowa, College of 
Medicine, lowa City, lowa, and M. J. Schiffrin, Ph.D., Assistant Director 
of Clinical Research, Hoffmann-LaRoche, Inc., Nutley, N. J. Publication 
number 273, American Lecture Series, monograph in American Lectures in 
Pharmacology. Edited by Chauncey D. Leake. Ph.D. Cloth. $3. Pp. 101 
Charles C Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, I! 
Blackwell Scientific Publications, Ltd., 24-25 Broad St., Oxford, Eng'and 
Ryerson Press, 299 Queen St., W., Toronto, 2B, Canada, 1955 


This is a useful handbook of the modern drugs used to allay 
pain. It includes a discussion of the salicylates and related 
compounds and the local anesthetics in current use. Indications 
and contraindications for the latter are given, and the untoward 
responses to local anesthetics are discussed. All physicians using 
these agents should be aware of their potential danger. The 
possibility of hypotension, convulsions, and laryngeal spasm 
must be prepared for before a local anesthetic is given. The 
authors carefully point this out and indicate the control measures 
and minimal emergency equipment that should always be avail- 
able to the physician using these agents. This monograph is 
mainly devoted to the use of the opium derivatives and their 
synthetic substitutes. A strong plea is made for their intelligent 
use as pain killers, and care is taken to point out the considera- 
tions that must be understood if the danger of addiction is to 
be minimized. 


Operative Technic in General Surgery. Edited by Warren H. Cole 
M.D., F.A.C.S., Professor of Surgery and Head of Department, University 
of Illinois College of Medicine, Chicago. With 67 contributing authors. 
Introduction by Frank H. Lahey. Second edition. Cloth. $20. Pp. 973, 
with 1247 illustrations, Appleton-Century-Crofts, Inc., 35 W. 32nd St., 
New York 1, 1955. 


The second edition of this authoritative text parallels the high 
standards set by its predecessor. This work has kept abreast of 
the important progress in surgical physiology, particularly as it 
involves preoperative and postoperative care, pediatric surgery, 
and surgery of the esophagus, pancreas, and breast. Although 
the subject of wound healing has frequently been relegated to a 
minor position in other texts, it has been treated most adequately 
in this book. The section that deals with the relationship be- 
tween epithelization and fibroplasia and the control of epitheliza- 
tion is especially good. Such succinct statements as: “No drugs 
have been found to stimulate the rate of epithelization™ surely 
have a place in the reasonable dogmatism that is necessary in 
the teaching of undergraduate and postgraduate students. The 
historical material in the section on abdominal incisions is 
an admirable inclusion. A tremendous amount of worthwhile 
material is contained in this volume. It can be recommended 
most highly and deserves a place on the book shelves of anyone 
interested in modern surgery. 


Hypothermic Anesthesia. By Robert W. Virtue, M.D., Ph.D., Associate 
Professor and Head of Division of Anesthesiology, University of Colorado 
School of Medicine, Denver. Publication number 275, American Lecture 
Series, monograph in American Lectures in Anesthesiology. Edited by 
John Adriani, M.D., Director, Department of Anesthesia, Charity Hos 
pital, New Orleans. Cloth. $2.50. Pp. 62, with 2 illustrations. Charles ¢ 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill.; Blackwell 
Scientific Publications, Ltd., 24-25 Broad St., Oxford, England; Ryerson 
Press, 299 Queen St., W., Toronto 2B, Canada, 1955. 


The author has collected and presented in an interesting 
monograph previous experiences with and present knowledge 
concerning hypothermia. Historical material, as well as ob- 
servations made in both experimental laboratories and clinical 
practice, is included. Some inherent risks involved, complica- 
tions that occur, unsolved problems that exist, and controversial 
subjects are presented. The references listed at the end of the 
book should be of great interest to workers in this field. This 
book is highly recommended to medical students and to all 
physicians concerned with any aspect of hypothermia. 
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QUERIES AND MINOR NOTES 


INSTRUCTIONS FOR POSTPARTUM PATIENTS 

To THE Epiror:—Please give concise but comprehensive in- 
structions to give to postpartum mothers as they leave the 
hospital. M.D., Texas. 


ANSWER.—The following instructions are given to postpartum 
patients who leave one of the largest hospitals in the United 
States: 1. You may take a sponge or shower bath daily for 
the first 10 days, after which tub baths are permitted if there 
is no excessive bleeding. Excessive bleeding is more than during 
normal menstruation. 2. You may go outside after 10 days if 
there is no excessive bleeding. 3. Rest in bed one hour each 
afternoon and retire at 9 p. m. Limit both company and tele- 
phone calls during the first 10 days. 4. Regular nursing of the 
baby for no longer than 20 minutes is advisable. Arrange to 
be alone with your baby when nursing. Assume a comfortable 
position, preferably lying down. If these instructions are fol- 
lowed, your nursing periods will become rest periods. 5. You 
may wear any comfortable brassiere. Clean handkerchiefs, 
clean gauze, or clean pieces of cloth can be applied over the 
nipples under the brassiere to prevent soiling the brassiere. 
6. Do not overeat. Your three regular meals each day should 
include milk, eggs, green vegetables, and fruit. Extra liquids 
between meals are advisable. Foods that agree with you will 
usually agree with your baby. 7. Arrange to have your baby 
examined regularly by the doctor. Weigh the baby twice each 
week (scales may be rented). 8. Avoid cathartics, but establish 
a regular habit of daily bowel movement. Mineral oil and 
glycerine suppositories may be used if needed. 9. There will 
be a discharge from the vagina for several weeks, which may 
be somewhat blood-tinged in color. If excessive bleeding occurs, 
go to bed and notify your doctor. 10. Douches and intercourse 
are forbidden until after your final examination. 11. When the 
baby is 6 weeks old, you should have your final examination. 
Call your doctor’s office for an appointment. 


EXPLOSION HAZARD OF STROBELIGHTS 

To THE Epiror:—Concerning fire hazards in operating rooms, 
many of us who are trying to take medical pictures have 
strobelights with which there is no possibility of a spark 
escaping. However, these units have plugs attaching them 
to the battery source and heavily insulated wire leading 
from the battery plug to the lamp. There is also a wire lead- 
ing from the lamp to the automatic timing mechanism of the 
camera. Many of us have no amphitheater, no balcony, and 
no way to get height over 5 ft. Could this problem be 
referred for an answer? M.D., Louisiana. 


ANSWER.—The safety factor of the strobelight as a fire 
hazard in operating rooms has not been decided officially by 
the Committee on Hospital Operating Rooms of the National 
Fire Protection Association. Until this committee rules on the 
hazards of strobelights, the best advice is to follow the recom- 
mended “safe practice for hospital operating rooms” of the 
National Fire Protection Association (paragraphs 5-3 b and 
c-3), which points out that the hazardous location extends 
within 5 ft. of the floor. In other words, if the strobelights are set 
above the 5-ft. level from the floor, the requirements are met. 
Additional information may be obtained from the National Fire 
Protection Association, attention of the Committee on Hospital 
Operating Rooms (Mr. George H. Buck, Chairman, or Mr. 
Kent P. Stiner, Secretary), 60 Batterymarch St., Boston 10, 
Mass. 





The answers here published have been prepared by competent authori- 
ties. They do not, however, represent the opinions of any medical or other 
organization unless specifically so stated in the reply. Anonymous com- 
munications and queries on postal cards cannot be answered. Every letter 
must contain the writer’s name and address, but these will be omitted on 
request. 





LIST OF WORDS FOR RETRAINING APHASIC PATIENT 


To THe Epiror:—!/ would like a list of words that may be used 
by people who have suffered a stroke and who need practice 
in forming words. Are there any books or pamphlets that may 
be obtained on this subject? 


Joseph J. Labow, M.D., Elizabeth, N. J. 


ANSWER.—A simple list of the basic 100 nouns to use in re- 
training the aphasic patient to speak again is available from the 
Institute of Physical Medicine and Rehabilitation, Speech Ther- 
apy Department, New York University-Bellevue Medical Cen- 
ter, N. Y., on request. A 1,000-word list for the more advanced 
patient that includes all parts of speech is also available. 
The noun list forms the basis for the “Aphasia Rehabilita- 
tion Manual and Workbook” by Martha L. Taylor and Dr. 
Morton M. Marks. This is a manual of instructions and 
materials for use by the untrained therapist and is available 
from the Institute of Physical Medicine and Rehabilitation. A 
pamphlet of suggestions to the family of an aphasic patient, 
entitled “Helping the Aphasic to Recover His Speech,” by Mary 
C. Longerich, speech pathologist, 2007 Wilshire Blvd., Los An- 
geles 5, Calif., is available from the author. The book “Recovery 
from Aphasia,” by Joseph M. Wepman, (New York, Ronald 
Press, 1951) is recommended for a more comprehensive coverage 
of the methods used in aphasia rehabilitation. 


SMALLPOX VACCINATION 


To THE Epitor:—A young physician has had extensive atopic 
dermatitis since childhood. He has never been vaccinated 
against smallpox. Three years ago after being exposed to his 
daughter who had a fresh vaccination he developed a severe 
generalized vaccinia. Is he now immune to vaccinia? Should 
he fear reexposure again to anyone recently vaccinated? 
Should he be revaccinated in the future if need arise and, if 
so, by what method (intracutaneously or subcutaneously) and 
how often? What is the mortality rate of generalized vaccinia? 


M.D., California. 


ANSWER.—Presumably accidental vaccination should result 
in immunity to smallpox. A second case of vaccinia would not 
occur within a reasonable period (several years if at all). Any- 
one exposed to smallpox should always be vaccinated regard- 
less of their vaccinal status. The multiple pressure (not puncture) 
method should be preferred. In an area where there are no 
known cases of smallpox, revaccination every five years seems 
sufficient. In foreign countries where smallpox is prevalent re- 
vaccination at three-year intervals is a safer precaution. The 
failure of a vaccination to take in an individual who has never 
had a successful vaccination and who has not had smallpox 
does not signify immunity. The so-called reaction of immunity 
is fallacious. The same type of reaction can be produced by 
vaccine that is not potent. In infants the fatality rate may be as 
high as 50%, and in adults the prognosis is usually favorable 
for generalized vaccinia. Kaposi’s varicelliform eruption (due to 
herpes simplex virus) is much more common than a generalized 
vaccinia. 


SHAVING THE EYEBROWS 


To THE Epiror:—A _ neurosurgical colleague never shaves 
patients’ eyebrows. He has been taught that if you shave the 
eyebrows they may not grow back again. In my training in 
ophthalmology, | never heard that eyebrows might not regrow. 
I have frequently shaved eyebrows in suturing lacerations of 


the brow. M.D., Texas. 


ANSWER.—Removal of hair on any part of the body by 
shaving or by mechanical or chemical epilation does not prevent 
its regrowth. In a hospital exclusively for diseases of the eye, 
with which this consultant is associated, there is no hesitancy 
in shaving eyebrows, since regrowth of hair occurs. 
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UFFECT OF ELECTRIC SHOCKS ON NERVE TISSUE 


('o THe Epiror:—/ have heard of a number of cases, including 
that of my father, of loss of sweating in an upper extremity 
following one or more severe electric shocks. lt occurred with- 
out burning the skin or loss of motor power. Does electricity 
have a selective effect on the sympathetic nerves? If so, has 
any attempt been made to perform temporary or permanent 
sympathectomy by this means? M.D.. Illinois. 


ANSWER.—When an electric current of the type used in homes 
or industry passes through nervous tissue, it may produce 
chromatolysis and even death of scattered nerve cells. Repeated 
electric shocks may damage an ever-increasing number of nerve 
cells. Small hemorrhages may result from electric injury, damag- 
ing cells or fiber tracts. There is no evidence that electric shocks 
have a Selective effect on sympathetic nerves or ganglions. Elec- 
tric shock is not a feasible way of performing sympathectomy. 


ACCIDENTAL INJECTION OF AIR INTO A VEIN 


To THE Epitor:—At the conclusion of a long, upper abdominal 
operation for cancer, the anesthetist noted that the bottle 
through which blood was being given into an ankle vein 
under positive pressure had become empty and that air had 
entered the vein. The nurse assigned to attend this infusion 
had been ordered to get another bottle of blood and had left 
the room. No one remaining in the room had assumed her 
responsibility. The tubing was immediately clamped and 
pulse rate, blood pressure, and respiration were watched for 
several minutes and were found unchanged. The heart was 
then ausculted, and the sounds that were heard were normal. 
A short while later, as sutures were being placed in the 
superficial facial layers, cardiac arrest occurred. The left side 
of the chest was immediately opened, and cardiac massage 
was begun. The heart contained a large amount of air that 
could be felt on first manual compression and that continued 
to be felt for the first five minutes of massage. The heart 
failed to respond to massage or to administration of the 
usual drugs. Endotracheal anesthesia had been in use 
throughout the operation. Would it have been better to open 
the right side of the chest? Should some method of aspiration 
of the air have been attempted? Aortic clamping to clear 
coronary vessel emboli did not seem indicated or practical. 
Comment will be appreciated. M.D., Louisiana. 


ANSWER.—Air injected into the venous system may or may 
not be harmful depending on the amount injected and the 
rapidity of injection. Small quantities ranging from a few 
bubbles to several cubic centimeters are usually tolerated satis- 
factorily. Large quantities fill the auricle, ventricle, and pul- 
monary artery. Air mixed with blood creates a foam. This is 
compressed in systole and expanded in diastole. A “mill wheel” 
murmur is produced over the heart. The right ventricle cannot 
empty itself, and in a few minutes the heart will stop beating. 
Treatment consists in removal of air, and, if the heart has 
stopped beating, the problem consists of restoration of the heart 
beat. Both of these must be done within a period of five minutes 
because the brain cannot tolerate anoxia for longer periods. 
The requirements for successful resuscitation, therefore, must 
be carried out within this time limit. The surgery of the heart 
has now advanced to where there shouid be no hesitation to 
expose the organ and deal directly with the problem. A transverse 
incision is made across the sternum at the level of the fourth 
and fifth ribs. An intratracheal tube is placed so that both sides 
of the pleura can be opened. A self-retaining retractor is put 
in place, the pericardium is opened, and the heart is dealt 
with directly. First, air is removed, and, second, the heartbeat 
is restored. The patient should be tilted somewhat so that the 
right side is uppermost. Air can be readily aspirated from the 
auricle, ventricle, and pulmonary artery. As it is withdrawn, 
blood will occupy the space taken by the air. After the air has 
been removed, the heartbeat is restored. If it is in standstill, it 
an be started to beat again by manually emptying the heart 
ind by the use of a small amount of adrenalin. If the heart is 
ibrillating, it will be necessary first to defibrillate the heart by 
in electric shock. Stallworth, Martin, and Postlethwait (J. A. 
M. A. 143:1250 [Aug. 5] 1950) successfully aspirated air from 
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the heart without open operation. When aspiration is attempted, 
it should be borne in mind that the right auricle should be upper 
most, so that the air will collect in the auricle from which it 
is aspirated. If the heart has stopped beating, it will have to be 
dealt with directly to restore its beat, and in most instances the 
two problems can be most safely taken care of by dealing di 
rectly with the heart for the removal of air and for restoration 
of the beat. 


DOSAGE OF VACCINES FOR CHILDREN 

To THE Eprror:—As / have the responsibility of immunizing 
certain personnel for Asiatic travel, please answer the follow- 
ing queries: 1. What are the accepted dosages for children 
for the following vaccines and the minimal age limit for re 
ceiving such vaccines: typhoid-paratyphoid, cholera, typhus 
tetanus, and plague? 2. In adults, how many separate vac- 
cines are accepted as being safe to give at one time? 

J. T. Fitzgerald, M.D., San Francisco 


ANSWER.—1. For typhoid-paratyphoid vaccine, children un 
der 1 year are not often immunized, but if there is good reason 
for doing so the total dose is 1 cc. However, febrile reactions 
are common, and for that reason the total dose should be divided, 
the primary one not to exceed 0.2 cc. The second and third doses 
may each be 0.4 cc., if reaction to the first dose was not too 
severe. Children over | year of age should be given the adult 
dose of 1.5 cc., divided into three injections (0.3 cc., 0.5 cc., 
and 0.7 cc.). For typhus vaccinations in children under the age 
of 6 years, two subcutaneous injections of about 0.25 cc. vaccine 
have been suggested, with an interval of two to four weeks. For 
cholera, the total adult dose is 1.5 cc. The same plan as for 
typhoid-paratyphoid vaccine should be followed. If the child 
has not been immunized against diphtheria, tetanus, and pertus- 
sis, it would be advisable to use the triple antigens in three doses 
of 0.5 cc. each at intervals of four to six weeks. This immuniza- 
tion can be started as early as the second or third month of life 
Total adult plague vaccine dose is 1.5 cc. For children under 
1 year, one-fifth of the adult dose is recommended; | to 2 years, 
two-fifths; 5 to 10 years, three-fifths; and 11 years and over, full 
adult dose (American Academy of Pediatrics recommendations) 
It has been said that no severe reactions occur. The International 
Quarantine Measures recommend plague inoculations only in 
the presence of an epidemic. 2. The triple antigens (diphtheria, 
tetanus, pertussis) are in common use and have caused few 
difficulties aside from a small number of instances attributed 
to the pertussis vaccine. Nevertheless it is not wise to institute 
a number of other immunization procedures at the same time 
Sharp reactions are always possible from typhoid vaccine, and 
severe local reactions may occur with smallpox vaccinations. If 
a number of inoculations are made simultaneously it may be 
impossible to tell whether one or the combination of antigens 
was responsible for a severe reaction. 


OLD PERFORATION OF TYMPANUM 


To THE Epitor:—Wahat can be done for an old perforation of 
the tympanic membrane with periodic suppuration, particu- 
larly during upper respiratory infection? M.D.. India 


ANSWER.—Long-standing perforations of the tympanic mem- 
brane have been the object of many attempts to close them 
More than a century ago artificial drums were advocated, as 
were, subsequently, application of cotton-wool pledgets to the 
perforation, paper, egg skin, wax, paraffin oil soaked into a 
cotton ball, Cargile’s membrane, and gold dental cylinders for 
artificial membranes. In the closing decades of the 19th century, 
perforations of the tympanum were successfully closed by 
cauterizing the perforation margins with silver nitrate sticks and 
trichloracetic acid. The latter procedure has been used success- 
fully in recent years. The case most suitable for closure is one 
in which a dry perforation is present with a good periphery of 
tympanic membrane. Contraindications to attempting closure 
include any form of mastoid disease, cholesteatoma, a continu 
ously discharging ear, and large marginal perforations. Utiliza- 
tion of trichloracetic acid applications requires from six months 
to one year for closure in the average case. 
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HEAD ROLLING 


To THE Epitor:—What is the significance of “head rolling” at 
night in bed in an individual who is awake or asleep? This 
occurs in a male, aged 22 years, who has been doing this all 
his life. It began in infancy, and is supposedly due to a large 
caput occipital region that makes it uncomfortable for him to 
lie flat on his back. The family history is negative. He is 
entirely normal physically, but is inclined to be quite nervous. 


M.D., Pennsylvania. 


ANSWER.—“Head rolling” is a symptom in infancy and early 
childhood; it constitutes a motor discharge of tension when no 
more appropriate patterns of discharge are available. When the 
symptom persists, it is attributable to lack of adequate stimulus 
to the child as provided by the nursing care of the mother. 
Children who persist in head rolling often are not sufficiently 
handled physically nor drawn into a close enough relationship 
with the mothering person. The symptom subsides as the child 
develops the capacity to be more actively related to the environ- 
ment and as he develops the normal patterns of motor activity. 
Persistence of this symptom in a young adult is probably con- 
comitant with other interferences with effective functioning in 
social and personal relationships. 


NODULES IN SKIN 


To THE Epitror:—/n the course of generalized rheumatic pains, 
a patient developed small, rather soft, subcutaneous nodules 
over the area of the quadriceps femoris and triceps muscles 
and in the costal and hypochondrial areas. The unrounded 
nodules were painful, but they became smaller and less tender 
under cortisone therapy. Temperature and blood cell count 
were normal. What is the pathology of these nodules? 


M.D., New York. 


ANSWER.—The brief description of this patient’s nodules 
brings to mind a long list of diseases accompanied by rheumatic 
pains and nodules in the skin other than swellings due to lymph- 
adenopathy. Under such a heading would be: nodules occurring 
in rheumatic fever, rheumatoid nodules, gouty tophi, erythema 
nodosum, periarteritiss nodosa, and xanthoma (“cholesterol 
gout”). The location given is not typical for any of these nodular 
conditions. Some other systemic diseases are accompanied by 
the development of subcutaneous nodules. Many systemic dis- 
eases have skeletal pains and tenderness as parts of their clini- 
cal picture. Such discomfort could qualify as rheumatic. Leprosy, 
tuberculosis, and sarcoidosis are chronic infections with granu- 
lomas, sometimes subcutaneous. Neoplastic diseases such as car- 
cinomatosis, leukemia, or neurofibromatosis may be manifested 
by subcutaneous nodes. Tuberculosis indurativa is always men- 
tioned in discussions of erythema nodosum. Small patches of 
phlebitis may be nodular and certainly tender. Relapsing, febrile, 
nodular, nonsuppurative panniculitis (Weber-Christian disease) 
deserves mention. Characteristic are the tender nodules, fever, 
and generalized aching. Obese women of middle age are the 
usual patients. Nodules are a usual clinical manifestation of 
trichinosis. 

Scleroderma is a collagen disease characterized by nodules in 
and under the skin. Calcinosis interstitialis may complicate 
scleroderma to produce subcutaneous nodules; calcinosis cutis 
circumscripta is also a nodular disease. Neither of these diseases 
is accompanied by an elevation of the serum calcium. Calcium 
balance studies indicate an abnormally high retention of cal- 
cium in calcinosis cutis circumscripta. The undramatic response 
to cortisone is of no diagnostic significance and is compatible 
with a spontaneous remission or convalescence. 

The diagnosis deserves a general approach including a care- 
ful, searching, personal, and familial history; a meticulous physi- 
cal examination; and utilization of many of the usual and some 
less common laboratory tests. An x-ray study of the chest is 
indispensable. The Kahn, tuberculin, and the Kveim tests (for 
sarcoid) are desirable A blood cell count, including a differential, 
is indispensable. A search for lupus erythematosus cells is fre- 
guently performed. A sedimentation rate is desirable but will 
not necessarily be of differential importance. Helpful chemical 
studies of the serum would include determination of the uric 
acid, calcium, and total protein, with the fractionization into 
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albumin and globulin fractions. The agglutinins for group A 
hemolytic streptococci are usually elevated in patients with 
rheumatoid nodules. 

Biopsy of a nodule may be finally necessary. The list of cis- 
eases possibly responsible for this clinical picture is too great 


to permit a differential delineation of each. 


DIATHERMY AND FRACTURES 


To THE Epitor:—During a discussion on fractures, the state- 
ment was made that “It is well known that diathermy will 
delay the healing of a fracture.” This statement appears to 
be completely out of accord with present-day practice. Is there 
any foundation in fact for this statement? 


Oscar A. Palatucci, M.D., Bronx, N. Y. 


ANSWER.—There is no evidence to show that short-wave 
diathermy, when administered in clinically safe dosages, has any 
appreciable effect on the healing of fractures. Of course, the 
use of diathermy is contraindicated in the presence of metallic 
substances, so that it is best not to apply diathermy to fractures 
that have been treated by the fixation with metallic materials. 
Dosage in diathermy is not quantitatively measurable but must 
be determined by the patient’s subjective response, that is, if 
the patient perceives a burning sensation, the energy applied 
must be reduced. Since dosage then depends on subjective re- 
sponse of the patient, the possibility of overdosage is always 
present. There is experimental evidence to show that excessive 
amounts of diathermy can impair the healing of fractures. This 
is particularly true in fractures near or involving the epiphyses 
in children. An interesting reference, by Wise, Castleman, and 
Watkins, which includes original work on this subject as well 
as a review of the literature, is “Effect of Diathermy (Short 
Wave and Microwave) on Bone Growth in the Albino Rat” 
(J. Bone & Joint Surg. 31-A:487-500 [July] 1949). 


ALCOHOLIC DRIVERS 


To THE Epitor:—/ would like information on automobile 
drivers who have been picked up by police for driving under 
the influence of alcohol. In two instances alcohol had been 
ingested in addition to an antihistaminic preparation for an 
allergic state. In each case the individual stated that less than 
3 oz. of whiskey had been ingested, but the alcometer test 
performed by the police showed a level well above what is 
legally considered as showing intoxication. Can the ingestion 
of such drugs affect the alcohol determination as performed 


by the alcometer? M.D., South Carolina. 


ANSWER.—While it is true that antihistaminic preparations 
can produce drowsiness that might be mistaken for alcoholic in- 
toxication, the presence of these drugs has not effect on the 
alcohol determinations of breath, blood, or other body fluids. 
Also, when alcohol is taken in addition to the antihistamine, the 
symptoms of intoxication are more evident. Three ounces of 100- 
proof whiskey could produce no more than about 0.08% alcohol 
in a 150-lb. (68 kg.) individual. This is a percentage that is 
usually associated with mild symptoms of intoxication. 


INGROWN TOENAIL 


To THE Epitor:—To the query in THE JouRNAL, Dec. 17, 1955, 
page 1580, on whether there is a successful treatment for 
ingrown toenail excising the involved margin and treating 
the base with a chemical, 1 would like to refer to a method 
described by me in the New York State Journal of Medicine 
(52:568, 1952). This method consists of removing only that 
part of the toenail (not nail bed) that overlies diseased tissue. 
Application of Furacin thereafter is all that is necessary 10 
remove the granulation tissue. 1 have worked with numerous 
patients in this fashion and have not seen one in whom 
another kind of surgery was needed. There are patients who 
do not tolerate Furacin. In those, soaks with 1:20 aluminum 
acetate and application of zinc oxide paste eventually worke.! 

equally well. 


Lothar Wirth, M.D. 
82 Broadway 
Rensselaer, N. Y. 
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